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L69 ANSWER 1 OF 11 HCAPLUS COPYRIGHT 2003 ACS on STN 
AN 2002:660610 HCAPLUS 
DN 137:153811 

TI Support for immobilized antigens or antibodies, and 

method for its production 
IN Yamamoto, Akira; Sugo, Ken 

PA Asahi Kogaku Kogyo Kabushiki Kaisha, Japan 

SO Fr. Demande, 41. pp. 

CODEN : FRXXBL 
DT Patent 
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CC 15-1 ( Immunochemistry) 
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AB The invention discloses a support for immobilized 

antibodies or antigens which has a large capacity for antigen or 
antibody binding in a test sample. Also disclosed is a 
method for its. prodn. The support can be used in the detection of 
antigens or antibodies in disease diagnosis. 
ST antibody antigen immobilization support immunoassay 

disease diagnosis 
IT Immunoglobulins 

RL: ARG (Analytical reagent use); ANST (Analytical study); USES (Uses) 
(G; support for immobilized antigens or antibodies, 
prodn. method, and use) 
IT Crosslinking agents 

(bifunctional; support for immobilized antigens or 
antibodies, prodn. method, and use) 
IT Antibodies 

RL: ARG (Analytical reagent use); ANST (Analytical study); USES (Uses) 
(conjugates, with biotin; support for immobilized antigens or 
antibodies, prodn. method, and use) 
IT Adsorption 

Crosslinking agents 
Human 

Immobilization, molecular 

Immunoassay 
Molecular association 
Particles 

Stabilizing agents 
Supported reagents 

(support for immobilized antigens or antibodies, 
prodn. method, and use) 
IT Antibodies 
Antigens 

RL: ARG (Analytical reagent use); ANST (Analytical study); USES (Uses) 
(support for immobilized antigens or antibodies, 
prodn. method, and use) 
IT Avidins 

RL: BUU (Biological use, unclassified); BIOL (Biological study); USES 
(Uses) 
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(support for immobilized antigens or antibodies, 

prodn. method, and use) 
IT Caseins, biological studies 
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prodn. method, and use) 
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RL: ARG (Analytical reagent use); ANST (Analytical study); USES (Uses) 
(support for immobilized antigens or antibodies, 
prodn. method, and use) 
IT 111-30-8, Glutaraldehyde 1306-06-5, Hydroxylapatite 
10103-46-5, Calcium phosphate 

RL: NUU (Other use, unclassified); USES (Uses) 

(support for immobilized antigens or antibodies, 
prodn. method, and use) 
IT 1306-06-5, Hydroxylapatite 10103-46-5, 
Calcium phosphate 

RL: NUU (Other use, unclassified); USES (Uses) 
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prodn. method; and use) 
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DN 136:82305 

TI Attachment of biomolecules to surfaces of medical devices for 

improvement of biocompatibility 
IN Keogh, James R. ; Trescony, Paul V. 
PA USA 

SO U.S. Pat. Appl. Publ., 17 pp., Cont . -in-part of U.S. 5,925,552. 

CODEN: USXXCO 
DT Patent 
LA English 

IC C12N011-00; C12N011-16 
NCL 435174000 

CC 9-16 (Biochemical Methods) 
FAN.CNT 7 
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AB A method for making a medical device having at least one biomol. 
immobilized on a substrate surface is provided. One 
method of the present invention includes immobilizin g a biomol . 
comprising an unsubstituted amide moiety on a biomaterial surface 

Another method of the present invention includes immobilizing 
a biomol. on a biomaterial surface comprising an unsubstituted 
amide moiety. Still another method of the present invention may be 
employed to crosslink biomols . comprising unsubstituted amide 
moieties immobilized on medical device surfaces. 
Addnl., one method of the present invention may be employed to 
crosslink biomols. comprising unsubstituted amide moieties in 
soln., thereby forming a crosslinked biomaterial or a 
crosslinked medical device coating. A method of forming 
a coating on a surface of a medical device for 

improvement of biocompatibility is described. The method comprises steps 

of: oxidizing a biomol. contg. 2-aminoalc. moiety with a periodate to form 

an aldehyde-functional material, combining the aldehyde-functional 

material with a biomaterial surface contg. a primary amine 

moiety to immobilize the biomol. on the substrate 

surface through an imine moiety, and reacting the imine moiety 

with a reducing agent to form an immobilized biomol . on the 

biomaterial surface through a sec. amine linkage. Another- 

method of the present invention may be employed to crosslink 

biomols. immobilized on medical device surfaces. 

Addnl., one method of the present invention may be employed to 

crosslink biomols., thereby forming a crosslinked 

biomaterial or a crosslinked medical device coating. 

E.g., type IV collagen was oxidized with NaI04 and the oxidized collagen 
was then allowed to form crosslinks, thereby bonding 

the mols. together through imine moieties formed from an aldehyde moiety 
of one collagen mol. reacting with an amine moiety of a neighboring 
collagen mol. The imine linkages were then stabilized by Na 
cyanoborohydride to form sec. amine linkages. The resultant 
crosslinked material may be employed as a biomaterial or as a 
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biomaterial coating. 
ST attachment biomol device surfaces; biomol immobilization 

medical device prosthetic biocompatibility; peptide protein 
immobilization medical device coating 
IT Glycols, reactions 

RL: RCT (Reactant); RACT (Reactant or reagent) 

(1,2-, reaction with periodate; attachment of biomols. to 
surfaces of medical devices for improvement of 
biocompatibility) 
IT Dicarbonyl compounds 

RL: RCT (Reactant); RACT (Reactant or reagent) 

(1,2-di, reaction with periodate; attachment of biomols. to 
surfaces of medical devices for improvement of 
biocompatibility) 
IT Platinum-group metals 

RL: DEV (Device component use) ; USES (Uses) 

(alloy, biocompatible material, use on surface; attachment of 
biomols. to surfaces of medical devices for improvement of 
biocompatibility) 
IT Bromides, reactions 
Chlorides, reactions 
Chlorites 
Hypochlorites 

RL: RGT (Reagent); RACT (Reactant or reagent) 

(amine forming agent; attachment of biomols. to surfaces of 
medical devices for improvement of biocompatibility) 
IT Alcohols, reactions 

RL: RCT (Reactant); RACT (Reactant or reagent) 

(amino, .alpha.-, reaction with periodate, NaI04 oxidn. of; attachment 
of biomols. to surfaces of medical devices for improvement of 
biocompatibility) 
IT Biocompatibility 

Coating materials 
Coating process 
Immobilization, molecular 
Medical goods 
Pipes and Tubes 

Prosthetic materials and Prosthetics 
Reducing agents 

(attachment of biomols. to surfaces of medical devices for 
improvement of biocompatibility) 
IT Proteins 

RL: BUU (Biological use, unclassified); CPS (Chemical process); PEP 
(Physical, engineering or chemical process); BIOL (Biological study); PROC 
(Process); USES (Uses) 

(attachment, biomol..; attachment of biomols. to surfaces of 
medical devices for improvement of biocompatibility) 
IT Bone 

Ceramics 
Skin 
Tooth 
Wood 

(biocompatible material, use on surface; attachment of 
biomols. to surfaces of medical devices for improvement of 
biocompatibility) 
IT Collagens, uses 
Elastins 
Fibrins 

Fluoropolymers, uses 
Glass, uses 
Laminins 
Metals, uses 
Polyamides, uses 
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Polycarbonates, uses 
Polyesters, uses 
Polyethers, uses 
Polyolefins 
Polyurethanes, uses 
Rubber, uses 
Shape memory alloys 
Silicone rubber, uses 

RL: DEV (Device component use); USES (Uses) 

(biocompatible material, use on surface; attachment of 
biomols. to surfaces of medical devices for improvement of 
biocompatibility) 
IT Anti-inflammatory agents 

Antibacterial agents 

Antibiotics 

Anticoagulants 

Antimicrobial agents 

Drugs 

Dyes 

Platelet (blood) 

(biomol.; attachment of biomols. to surfaces of medical 
devices for improvement of biocompatibility) 
IT Agglutinins and Lectins 
Antibodies 
Antigens 
Avidins 

Blood-coagulation factors 
Carbohydrates, biological studies 
Cytokines 
DNA 

Enzymes, biological studies 

Fatty acids, biological studies 

Fibrinogens 

Glycoproteins 

Growth factors, animal 

Hormones, animal, biological studies 

Immunoglobulins 

Ligands 
Neurotransmitters 
Nucleic acids 

Peptides, biological studies 
Polysaccharides, biological studies 
Proteins 

Proteoglycans, biological studies 

RNA 

Toxins 

Transport proteins 

Vitamins 

Vitronectin 

RL: BUU (Biological use, unclassified); CPS (Chemical process); PEP 
(Physical, engineering or chemical process); BIOL (Biological study); PROC 
(Process); USES (Uses) 

(biomol.; attachment of biomols. to surfaces of medical 
devices' for improvement of biocompatibility) 
IT Pumps 

(blood; attachment of biomols. to surfaces of medical devices 

for improvement of biocompatibility) 
IT Medical goods 

(catheters; attachment of- biomols. to surfaces of medical 

devices for improvement of biocompatibility) 
IT Animal tissue 
Blood 

Body fluid 
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(contacting medical device; attachment of biomols. to surfaces 
of medical devices for improvement of biocompatibility) 
IT Amines, processes 

RL: CPS (Chemical process) ; PEP (Physical, engineering or chemical 
process); PROC (Process) 

(conversion of amide to, coupling with aldehyde; attachment of biomols'. 
to surfaces of medical devices for improvement of 
biocompatibility) 
IT Amides, reactions 

RL: CPS (Chemical process); PEP (Physical, engineering or chemical 
process); RCT (Reactant) ; PROC (Process); RACT (Reactant or reagent) 
(conversion to amine; attachment of biomols. to surfaces of 
medical devices for improvement of biocompatibility) 
IT Aldehydes, reactions 

RL: CPS (Chemical process); PEP (Physical, engineering or chemical 
process); RCT (Reactant); PROC (Process); RACT (Reactant or reagent) 
(coupling with amine; attachment of biomols. to surfaces of 
medical devices for improvement of biocompatibility) 
IT Circulation 

(extracorporeal, medical device for; attachment of biomols. to 
surfaces of medical devices for improvement of 
biocompatibility) 
IT Proteins 

RL: BUU (Biological use, unclassified); CPS (Chemical process); PEP 
(Physical, engineering or chemical process); BIOL (Biological study); PROC 
(Process); USES (Uses) 

(fibrous, biomol.; attachment of biomols. to surfaces of 
medical devices for improvement of biocompatibility) 
IT Proteins 

RL: BUU (Biological use, unclassified); CPS (Chemical process); PEP 
(Physical, engineering or chemical process); BIOL (Biological study); PROC 
(Process); USES (Uses) 

(globular, biomol.; attachment of biomols. to surfaces of 
medical devices for improvement of biocompatibility) 
IT Functional groups 

(guanidino group, surface contg., formation of; attachment of 
biomols. to surfaces of medical devices for improvement of 
biocompatibility) 
IT Prosthetic materials and Prosthetics 

(implants, vascular; attachment of biomols. to surfaces of 
medical devices for improvement of biocompatibility) 
IT Proteins 

RL: BUU (Biological use, unclassified); CPS (Chemical process); PEP 
(Physical, engineering or chemical process); BIOL (Biological study); PROC 
(Process); USES (Uses) 

(membrane, biomol.; attachment of biomols. to surfaces of 
medical devices for improvement of biocompatibility) 
IT Heart 

(pacemaker; attachment of biomols. to surfaces of medical 
devices for improvement of biocompatibility) 
IT Phosphate group 

(reaction with periodate; attachment of biomols. to surfaces 
of medical devices for improvement of biocompatibility) 
IT Epoxides 

Isocyanates 
Sulfates, reactions 

RL: RCT (Reactant); RACT (Reactant or reagent) 

(reaction with periodate; attachment of biomols. to surfaces 
of medical devices for improvement of biocompatibility) 
IT Proteins 

RL: BUU (Biological use, unclassified); CPS (Chemical process); PEP 
(Physical, engineering or chemical process); BIOL (Biological study); PROC 
(Process); USES (Uses) 
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(regulatory, biomol.; attachment of biomols. to surfaces of 
medical devices for improvement of biocompatibility) 
IT Carboxylic acids, reactions 

RL : RCT (Reactant); RACT (Reactant or reagent) 

(salts, reaction with periodate; attachment of biomols. to 
surfaces, of medical devices for improvement of 
biocompatibility) 
IT Medical goods 

(stents; attachment of biomols. to surfaces of medical 
devices for improvement of biocompatibility) 
IT Proteins 

RL: BUU (Biological use, unclassified); CPS (Chemical process); PEP 
(Physical, engineering or chemical process); BIOL (Biological study); PROC 
(Process); USES (Uses) 

(structural, biomol.; attachment of biomols. to surfaces of 
medical devices for improvement of biocompatibility) 
IT Bags 

Balloons 

Membranes, nonbiological 

(surface forming; attachment of biomols. to surfaces 

of medical devices for improvement of biocompatibility) 
IT Fibers 

RL: DEV (Device component use); USES (Uses) 

(surface forming; attachment of biomols. to surfaces 

of medical devices for improvement of biocompatibility) 
IT Medical goods 

(sutures, surface forming; attachment of biomols. to 

surfaces of medical devices for improvement of 

biocompatibility) 
IT Metallic glasses 

RL: DEV (Device component use) ; USES (Uses) 

(titanium alloy, biocompatible material, use on surface; 

attachment of biomols. to surfaces of medical devices for 

improvement of biocompatibility) 
IT Collagens, uses 

RL: DEV (Device component use) ; USES (Uses) 

(type IV, biocompatible material, use on surface; attachment 

of biomols. to surfaces of medical devices for improvement of 

biocompatibility) 
IT Heart 

(valve; attachment of biomols. to surfaces of medical devices 
for improvement of biocompatibility) 
IT Medical goods 

(wires; attachment of biomols. to surfaces of medical devices 
for improvement of biocompatibility) 
IT 536-80-1, Iodosylbenzene 546-67-8, Lead tetraacetate 2712-78-9, 
[Bis (trif luoroacetoxy) iodo] benzene 7726-95-6, Bromine, reactions 
7782-50-5, Chlorine, reactions 14380-61-1, Hypochlorite 14380-62-2, 
Hypobromite 14998-27-7, Chlorite 15477-77-7, Bromite 16887-00-6, 
Chloride, reactions 27126-76-7, Hydroxy (tosyloxy) iodobenzene 
111865-47-5, Benzyltrimethylammonium tribromide ■ 
RL: RGT (Reagent); RACT (Reactant or reagent) 

(amine forming agent; attachment of biomols. to surfaces of 
medical devices for improvement of biocompatibility) 
IT 1306-06-5, Hydroxy apatite 1344-28-1, Aluminum oxide, 

uses 7440-06-4, Platinum, uses ' 7440-22-4D, Silver, carbon 
coated with 7440-32-6, Titanium, uses 8049-15-8, Elgiloy 
8049-28-3, Stellite 9002-84-0, Polytetraf luoroethylene 9002-86-2, 
Polyvinyl chloride 9002-88-4, Polyethylene 9003-01-4, Polyacrylic acid 
9003-07-0, Polypropylene 9003-31-0, Polyisoprene 9003-39-8, 
Polyvinylpyrrolidone 9003-53-6, Polystyrene 9004-34-6, Cellulose, uses 
11110-83-1 12597-68-1, Stainless steel, uses 
RL: DEV (Device component use); USES (Uses) 
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(biocompatible material, use on surface; attachment of 
biomols. to surfaces of medical devices for improvement of 
biocompatibility) 
IT 58-85-5, Biotin 

RL: BUU (Biological use, unclassified); CPS (Chemical process); PEP 
(Physical, engineering or chemical process); BIOL (Biological study); PROC 
(Process); USES (Uses) 

(biomol.; attachment of biomols. to surfaces of medical 
devices for improvement of biocompatibility) 
IT 67-51-6, 3, 5-Dimethylpyrazole 420-04-2, Cyanamide 461-58-5, 

Dicyandiamide 1071-37-0 1184-90-3, Aminoimino methanesulf onic acid 
2440-60-0, O-Methylisourea 2986-19-8, S-Methylisothiourea 13882-28-5 
14996-02-2, Hydrogen sulfate, reactions 38184-47-3, 3, 5-Dimethyl-l- 
guanylpyrazole nitrate 52328-05-9, O-Methylisouronium sulfate 
57538-27-9, 2-Methyl-l-nitroisourea 

RL: MOA (Modifier or additive use); RCT (Reactant); RACT (Reactant or 
reagent); USES (Uses) 

(guanidino forming agent; attachment of biomols. to surfaces 
of medical devices for improvement of biocompatibility) 
IT 7440-44-0, Glassy carbon, uses 

RL: DEV (Device component use); USES (Uses) 

(pyrolytic or glassy or compressed, biocompatible material, use on 
surface; attachment of biomols. to surfaces of 
medical devices for improvement of biocompatibility) 
IT 13774-81-7 16940-66-2, Sodium borohydride 25895-60-7, Sodium 
cyanoborohydride 

RL: MOA (Modifier or additive use); RCT (Reactant); RACT (Reactant or 
reagent); USES (Uses) 

(reducing agent; attachment of biomols. to surfaces of 
medical devices for improvement of biocompatibility) 
IT 14213-97-9, Borate (B033-) 

RL: MOA (Modifier or additive use); USES (Uses) 

(stabilizing agent; attachment of biomols. to surfaces of 
medical devices for improvement of biocompatibility) 
IT 15056-35-6, Periodate 

RL: RCT (Reactant); RACT (Reactant or reagent) 

(use for aldehyde formation; attachment of biomols. to surfaces 
of medical devices for improvement of biocompatibility) 
IT 7790-21-8, Potassium periodate 7790-28-5, Sodium periodate 13444-71-8, 
Periodic acid 15056-35-6D, Periodate, alkali metal 
RL: RGT (Reagent); RACT (Reactant or reagent) 

(use for aldehyde formation; attachment of biomols. to surfaces 
of medical devices for improvement of biocompatibility) 
IT 1306-06-5, Hydroxyapatite 

RL: DEV (Device component use); USES (Uses) 

(biocompatible material, use on surface; attachment of 
biomols. to surfaces of medical devices for improvement of 
biocompatibility) 
RN 1306-06-5 HCAPLUS 

CN Hydroxylapatite (Ca5 (OH) (P04 ) 3) (9CI) (CA INDEX NAME) 

Component | Ratio I Component 

| I Registry Number 

- -■• ===== - 

HO 111 14280-30-9 

04P I 3 I 14265-44-2 

Ca |5I 7440-70-2 
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AN 2001:693666 HCAPLUS 

DN 135:238976 

TI Method for capturing analytes eluted from surface-bound 
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ligands 

IN Jansson, Oesten; Malmqvist, Magnus 

PA Biacore AB, Swed. 

SO PCT Int. Appl., 21 pp. 

CODEN: PIXXD2 
DT Patent 
LA English 
IC ICM G01N033-543 

ICS G01N033-553; C07K001-16; G01N030-00; G01N021-55 
CC 9-16 (Biochemical Methods) 



FAN. 


CNT 1 
PATENT NO. 


KIND 


DATE 




APPLICATION NO. 


DATE 


PI 


WO 


2001069258 


Al 


20010920 




WO 2001-SE531 


20010314 






W: ' AU, JP, 


US 














RW: AT, BE, 


CH, CY, 


DE, DK, 


ES, 


FI, FR, GB, GR, IE, 


IT, LU, 






PT, SE, 


TR 












EP 


1264179 


Al 


20021211 




EP 2001-915984 


20010314 






R: AT, BE, 


CH, DE, 


DK, ES, 


FR, 


GB, GR, IT, LI, LU, 


NL, SE, 






IE, FI, 


CY, TR 












US 


2002012929 


Al 


20020131 




US 2001-810937 


20010316 




US 


6503760 


B2 


20030107 










US 


2003077842 


Al 


20030424 




US 2002-295709 


20021115 


PRAI 


US 


2000-190336P 


P 


20000316 










WO 


2001-SE531 


W 


20010314 










US 


2001-810937 


A3 


20010316 









AB Methods for capturing analytes assocd. with surface-bound 

ligands are disclosed. The methods involve eluting analytes from 
surface-bound ligands with a first liq. to generate free 

analytes, and capturing the free analytes with a solid capturing material 
within the first liq. to generate a first liq. contg. captured analytes. 
The first liq. may be a flowing liq. or a non-flowing liq., and the 
surface to which the surface-bound ligand is 

attached may be a sensing surface, such as a biosensor, or a 
non-sensing surface. The captured analytes may be further 
consolidated at a location removed from the surface-bound 
ligand, eluted from the solid capturing material with a second 
liq., and used for subsequent anal, or procedures. 

ST capturing analyte eluted surface ligand 

IT Drugs 

(and drug targets as analytes or ligands; method for 
capturing analytes eluted from surface-bound ligands 

) 

IT Magnetic materials 

(as solid capture material; method for capturing analytes eluted from 

surface-bound ligands) 
IT Separation 

(beads for; method for capturing analytes eluted from surface 
-bound ligands) 
IT Analysis 

(biochem. ; method for capturing analytes eluted from surface 
-bound ligands) 
IT Chelating agents 
Detergents 
Ions 

(first liq. flow contg. aq. ; method for capturing analytes eluted from 
surface-bound ligands) 
IT Acids, uses 
Bases, uses 

Organic compounds, uses 

RL: NUU (Other use, unclassified); USES (Uses) 

(first liq. flow contg. aq. ; method for capturing analytes eluted from 
surface-bound ligands) 
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IT Polymers, uses 

RL: ARG (Analytical reagent use); ANST (Analytical study); USES (Uses) 
(hydrophilic, sepn. beads as solid capture material; method for 
capturing analytes eluted from surface-bound ligands. 
) 

IT Biosensors 

(immunol., optical, surface plasmon-based, surface 
plasmon resonance; method for capturing analytes eluted from 
surface-bound ligands) 
IT Enzymes, analysis 

RL: ANT (Analyte); ARG (Analytical reagent use); BPR (Biological process); 
BSU (Biological study, unclassified) ; ANST (Analytical study) ; BIOL 
(Biological study); PROC (Process); USES (Uses) 

(inhibitors; method for capturing analytes eluted from surface 
-bound ligands) 
IT Flow 

(laminar; method for capturing analytes eluted from surface 
-bound ligands) 
IT Proteins, specific or class 

RL: ANT (Analyte); ARG (Analytical reagent use); BPR (Biological process); 
BSU (Biological study, unclassified) ; ANST (Analytical study) ; BIOL 
(Biological study); PROC (Process); USES (Uses) 

(lipid-binding; method for capturing analytes eluted from 
surface-bound ligands) 
IT Proteins, specific or class 

RL: ANT (Analyte); ARG (Analytical reagent use); BPR .(Biological process); 
BSU (Biological study, unclassified) ; ANST (Analytical study) ; BIOL 
(Biological study); PROC (Process); USES (Uses) 

(membrane; method for capturing analytes eluted from surface 
-bound ligands) 
IT Biosensors 
Flow 

Immobilization, biochemical . 

Liguid chromatographic stationary phases 

Liguids 

Separators 

Solutions 

Surface plasmon 
(method for capturing analytes eluted from surface-bound 
ligands) 
IT Agglutinins and Lectins 
Antibodies 
Antigens 
Avidins 

Carbohydrates, analysis 
DNA 

Enzymes, analysis 
Hormone receptors 
Hormones, animal, analysis 
Lipids, analysis 
Neurotransmitter receptors 
Neurotransmitters 
Polynucleotides 

Proteins, general, analysis 
RNA 

RL: ANT (Analyte); ARG (Analytical reagent use); BPR (Biological process); 
BSU (Biological study, unclassified) ; ANST (Analytical study) ; BIOL 
(Biological study); PROC (Process); USES (Uses) 

(method for capturing analytes eluted from surface-bound 
ligands ) 
IT Ligands 

RL: ARG (Analytical reagent use); BPR (Biological process); BSU 
(Biological study, unclassified); DEV (Device component use); ANST 
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(Analytical study); BIOL (Biological study); PROC (Process); USES (Uses) 
(method for capturing analytes eluted from surface-bound 
ligands ) 

IT Proteins, specific or class 

RL: ANT (Analyte); ARG (Analytical reagent use); BPR (Biological process); 
BSU (Biological study, unclassified) ; ANST (Analytical study) ; BIOL 
(Biological study); PROC (Process); USES (Uses) 

(nucleic acid-binding; method for capturing analytes eluted 
from surface-bound ligands) 
IT 64-18-6, Formic acid, uses 

RL: NUU (Other use, unclassified); USES (Uses) 

(in elution liq. ; method for capturing analytes eluted from 
surface-bound ligands) 
IT 127779-20-8, Saquinavir 

RL: ANT (Analyte); ANST (Analytical study) 

(method for capturing analytes eluted from surface-bound 
ligands ) 

IT 58-85-5, Biotin 9013-20-1, Streptavidin 

RL: ANT (Analyte); ARG (Analytical reagent use); BPR (Biological process); 
BSU (Biological study, unclassified); ANST- (Analytical study); BIOL . 
(Biological study); PROC (Process); USES (Uses) 

(method for capturing analytes eluted from surface-bound 
ligands ) 

IT 360784-03-8, Micromer M-C8 360784-13-0, Micromer M-C18 360784-88-9, 
Poros RP 2 

RL: ARG (Analytical reagent use); ANST (Analytical study); USES (Uses) 
(method for capturing analytes eluted from surface-bound 
ligands ) 

IT 144114-21-6D, HIV protease, immobilized 

RL: ARG (Analytical reagent use) ; BAC (Biological activity or effector, 
except adverse); BSU (Biological study, unclassified); DEV (Device 
component use); ANST (Analytical study); BIOL (Biological study); USES 
(Uses) 

(method for capturing analytes eluted from surface-bound 
ligands ) 

IT 1306-06-5, Hydroxyapatite 7631-86-9, Silica, uses 

9003-05-8, Polyacrylamide 9004-54-0, Dextran, uses 9012-36-6, Agarose 
RL: ARG (Analytical reagent use); ANST (Analytical study); USES (Uses) 
(sepn. beads as solid capture material; method for capturing analytes 
eluted from surface-bound ligands) 
RE.CNT 2 THERE ARE 2 CITED REFERENCES AVAILABLE FOR THIS RECORD 

RE 

(1) Tektolit Ab; WO 9400213 Al 1994 HCAPLUS 

(2) The General Hospital Corporation; WO 9407912 Al 1994 HCAPLUS 
IT 1306-06-5, Hydroxyapatite 

RL: ARG (Analytical reagent use); ANST (Analytical study); USES (Uses) 
(sepn. beads as solid capture material; method for capturing analytes 
eluted from surface-bound ligands) 
RN 1306-06-5 HCAPLUS 

CN Hydroxylapatite (Ca5 (OH) (P04 ) 3) (9CI) (CA INDEX NAME) 

Component I Ratio I Component 

| I Registry Number 

HO |1| 14280-30-9 

04P | 3| 14265-44-2 

Ca |5| 7440-70-2 
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IT 1306-06-5, Hydroxyapatite 10103-46-5, 
Calcium phosphate 

RL: NUU (Other use, unclassified); PEP (Physical, engineering or chemical 
process); PROC (Process); USES (Uses) 

(method for coating carrier for immunochromatog . ) 
RN 1306-06-5 HCAPLUS 

CN Hydroxylapatite (Ca5 (OH) (P04 ) 3) (9CI) (CA INDEX NAME) 

Component | Ratio I Component 

| I Registry Number 



HO 111 14280-30-9 

04P |.3 I 14265-44-2 

Ca | 5 I 7440-70-2 

RN 10103-4 6-5 HCAPLUS 

CN Phosphoric acid, calcium salt (8CI, 9CI) (CA INDEX NAME) 



0 . 
HO- P— OH 
OH 



x Ca 
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AN 1999:468444 HCAPLUS 
DN 131:92560 

TI Attachment of biomolecules to surfaces of medical devices for 

improvement of biocompatibility- 
IN Keogh, James R ^— 
PA Medtronic, Inc., USA 
SO PCT Int. Appl., 25 pp. 

CODEN: PIXXD2 
DT Patent 
LA English 
IC ICM A61L027-00 
CC 63-7 (Pharmaceuticals) 
FAN.CNT 7 

PATENT NO. KIND DATE APPLICATION NO. DATE 



PI WO 9933499 . A2 19990708 WO 1998-US27825 19981230 

WO 9933499 A3 19990910 

RW: AT, BE, CH, CY, DE, DK, ES, FI, FR, GB, GR, IE, IT, LU, MC, NL, 
PT, SE 

US 5945319 A 19990831 US 1997-1994 19971231 

PRAI US 1997-1994 A 19971231 

US 1996-635187 A2 19960425 

AB A method of forming a coating on a surface of a 

medical device for improvement of biocompatibility is described. The 
method comprises steps of: oxidizing a biomol. (a protein or 
peptide) contg. 2-aminoalc. moiety with a periodate to form an 
aldehyde-functional material, combining the aldehyde-functional material 
with a biomaterial surface contg. a primary amine moiety to 
immobilize the biomol. on the substrate surface through 

an imine moiety, and reacting the imine moiety with a reducing agent to 
form an immobilized biomol . on the biomaterial surface 
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through a sec. amine linkage. Another method of the present invention may 

be employed to crosslink, biomols . immobilized on 

medical device surfaces. Addnl., one method of the present 

invention may be employed to crosslink biomols., thereby forming 

a crosslinked biomaterial or a crosslinked medical 

device coating. E.g., type IV collagen was oxidized with NaI04 

and the oxidized collagen was then allowed to form crosslinks, 

thereby bonding the mols. together through imine moieties formed 

from an aldehyde moiety of one collagen mol. reacting with an amine moiety 

of a neighboring collagen mol. The imine linkages were then stabilized by 

Na cyanoborohydride to form sec. amine linkages. The resultant 

crosslinked material may be employed as a biomaterial or as a 

biomaterial coating. 

ST biomol immobilization medical device prosthetic 
biocompatibility; peptide protein immobilization 
medical device coating 

IT Functional groups 

(2-aminoalc. ; attachment of biomols. to surfaces of medical 
devices for improvement of biocompatibility) 

IT Artery 
Heart 

(artificial; attachment of biomols. to surfaces of medical 
devices for improvement of biocompatibility) 
IT Anti-inflammatory agents 
Antibacterial agents 
Antibiotics 
Anticoagulants 
Antimicrobial agents 
Bone 

Ceramic coatings 

Drugs 

Dyes 

Immobilization, biochemical 

Medical goods 
Oxidation 
Oxidizing agents 

Prosthetic materials and Prosthetics 

Reducing agents 

Skin 

Tooth 

Wood 

(attachment of biomols. to surfaces of medical devices for 
improvement of biocompatibility) 
IT Collagens, biological studies 
Elastins 
Fibrins 

Fluoropolymers, biological studies 
Laminins 

Metals, biological studies 
Polyamides, biological studies 
Polycarbonates, biological studies 
Polyesters, biological studies 
Polyethers, biological studies 
Polymers, biological studies 
Polyolef ins 

Polyurethanes, biological studies 
Silicone rubber, biological studies 
Synthetic rubber, biological studies 

RL: DEV (Device component use) ; PEP (Physical, engineering or chemical 
process); THU (Therapeutic use); BIOL (Biological study); PROC (Process); 
USES (Uses) 

(attachment of biomols. to surfaces of medical devices for 
improvement of biocompatibility) 
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IT Antibodies 

Antigens 

Blood-coagulation factors 
Cell adhesion molecules 
Cytokines 

Enzymes, processes 
Growth factors, animal 
Hormones, animal, processes 

Immunoglobul ins 

Ligands 
Neurotransmitters 
Peptides, processes 

Proteins, specific or class 
Proteoglycans, processes 
Toxins 

Transport proteins 
Vitamins 

RL: PEP (Physical, engineering or chemical process); PROC (Process) 

(attachment of biomols. to surfaces of medical devices for 

improvement of biocompatibility) 
IT Medical goods 

(balloons; attachment of biomols. to surfaces of medical 

devices for improvement of biocompatibility) 
IT Catalysts 

(biochem.; attachment of biomols. to surfaces of medical 
devices for improvement of biocompatibility) 
IT Proteins, general, processes 

RL: PEP (Physical, engineering or chemical process) ; PROC (Process) 
(blood; attachment of biomols. to surfaces of medical devices 
for improvement of biocompatibility) 
IT Medical goods 

(catheters; attachment of biomols. to surfaces of medical 
devices for improvement of biocompatibility) 
IT Glass, biological studies 

RL: DEV (Device component use); PEP (Physical, engineering or chemical 
process); THU (Therapeutic use); BIOL (Biological study); PROC (Process); 
USES (Uses) 

(compressed with carbon; attachment of biomols. to surfaces 
of medical devices for improvement of biocompatibility) 

IT Prosthetic materials and Prosthetics 

(endoprosthetic; attachment of biomols. to surfaces of 
medical devices for improvement of biocompatibility) 

IT Circulation 

(extracorporeal, device for; attachment of biomols. to surfaces 
of medical devices for improvement of biocompatibility) 

IT Proteins, specific or class 

RL: PEP (Physical, engineering or chemical process); PROC (Process) 
(fibrous; attachment of biomols. to surfaces of medical 
devices for improvement of biocompatibility) 

IT Amino group 
Formyl group 

(formation of; attachment of biomols. to surfaces of medical 

devices for improvement of biocompatibility) 
IT Proteins, specific or class 

RL: PEP (Physical, engineering or chemical process); PROC (Process) 

(globular; attachment of biomols. to surfaces of medical 

devices for improvement of biocompatibility) 
IT Animal tissue 

(human; attachment of biomols. to surfaces of medical devices 

for improvement of biocompatibility) 
IT Functional groups 

(imino group; attachment of biomols. to surfaces of medical 

devices for improvement of biocompatibility) 
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IT Proteins, specific or class 

RL: PEP (Physical, engineering or chemical process); PROC (Process) 

(immunity; attachment of biomols. to surfaces of medical 

devices for improvement of biocompatibility) 
IT Prosthetic materials and Prosthetics 

(implants, artificial heart pacemaker, leads; attachment of biomols. to 

surfaces of medical devices for improvement of 

biocompatibility) 
IT Prosthetic materials and Prosthetics 

(implants; attachment of biomols. to surfaces of medical 

devices for improvement of biocompatibility) 
IT Medical goods 

(intravascular; attachment of biomols. to surfaces of medical 

devices for improvement of biocompatibility) 
IT Wires 

(medical; attachment of biomols. to surfaces of medical 

devices for improvement of biocompatibility) 
IT Proteins, specific or class 

RL: PEP (Physical, engineering or chemical process); PROC (Process) 

(membrane; attachment of biomols. to surfaces of medical 

devices for improvement of biocompatibility) 
IT Medical goods 

(membranes; attachment of biomols. to surfaces of medical 

devices for improvement of biocompatibility) 
IT Membrane, biological 

(oxygenators; attachment of biomols. to surfaces of medical 

devices for improvement of biocompatibility) 
IT Heart 

(pacemaker, artificial, leads; attachment of biomols. to 
surfaces of medical devices for improvement of 
biocompatibility) 
IT Halogen compounds 
Halogen compounds 
Per compounds 
Per compounds 

RL: BUU (Biological use, unclassified); RCT (Reactant); BIOL (Biological 

study); RACT (Reactant or reagent); USES (Uses) 

(periodates, alkali metal; attachment of biomols. to surfaces 
of medical devices for improvement of biocompatibility) 
IT Platelet (blood) 

(proteins of; attachment of biomols. to surfaces of 
medical devices for improvement of biocompatibility) 
IT Proteins, specific or class 

RL: PEP (Physical, engineering or chemical process); PROC (Process) 
(regulatory; attachment of biomols. to surfaces of medical 
devices for improvement of biocompatibility) 

IT DNA 
RNA 

RL: PEP (Physical, engineering or chemical process); PROC (Process) 

(segments; attachment of biomols. to surfaces of medical 

devices for improvement of biocompatibility) 
IT Medical goods 

(sheets; attachment of biomols. to surfaces of medical 

devices for improvement of biocompatibility) 
IT Medical goods 

(stents; attachment of biomols. to surfaces of medical 

devices for improvement of biocompatibility) 
IT Proteins, specific or class 

RL: PEP (Physical, engineering or chemical process); PROC (Process) 

(structural; attachment of biomols. to surfaces of medical 

devices for improvement of biocompatibility) 
IT Medical goods 

(tubes, blood-carrying; attachment of biomols. to surfaces of 
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medical devices for improvement of biocompatibility) 
IT Collagens, biological studies 

RL: DEV (Device component use) ; PEP (Physical, engineering or chemical 
process); THU (Therapeutic use); BIOL (Biological study); PROC (Process); 
USES (Uses) 

(type IV; attachment of biomols. to surfaces of medical 
devices for improvement of biocompatibility) 
IT Heart 

(valve, artificial; attachment of biomols. to surfaces of . 
medical devices for improvement of biocompatibility) 
IT Platinum alloy 
Titanium alloy 

RL: DEV (Device component use) ; PEP (Physical, engineering or chemical 
process); THU (Therapeutic use); BIOL (Biological study); PROC (Process); 
USES (Uses) 

(attachment of biomols. to surfaces of medical devices for 
improvement of biocompatibility) 
IT 7440-22-4, Silver, biological studies 

RL: DEV (Device component use) ; PEP (Physical, engineering or chemical 
process); THU (Therapeutic use); BIOL (Biological study); PROC (Process); 
USES (Uses) 

(-carbon; attachment of biomols. to surfaces of medical 
devices for improvement of biocompatibility) 
IT 7790-21-8, Potassium periodate 7790-28-5, Sodium periodate 13444-71-8, 
Periodic acid 13444-71-8D, Periodic acid, alkali metal salts 
14720-35-5, Aminoborane 16940-66-2, Sodium borohydride 25895-60-7, 
Sodium cyanoborohydride 

RL: BUU (Biological use, unclassified); RCT (Reactant); BIOL (Biological 
study); RACT (Reactant or reagent); USES (Uses) 

(attachment of biomols. to surfaces of medical devices for 
improvement of biocompatibility) 
IT 79-10-7D, Acrylic acid, esters, polymers 1306-06-5, 

Hydroxyapatite 1344-28-1, Aluminum oxide (A1203) , biological 

studies 7440-06-4, Platinum, biological studies 7440-32-6, Titanium, 

biological studies 8049-15-8, Elgiloy 8049-28-3, Stellite 9002-84-0 

9002- 86-2, Polyvinyl chloride 9002-88-4, Polyethylene 9003-07-0, 
Polypropylene 9003-31-0, Polyisoprene 9003-39-8, Polyvinylpyrrolidone 

9003- 53-6, Polystyrene 9004-34-6, Cellulose, biological studies 
11110-83-1 12597-68-1, Stainless steel, biological studies 12646-94-5, 
MP35N 

RL: DEV (Device component use) ; PEP (Physical, engineering or chemical 
process); THU (Therapeutic use); BIOL (Biological study); PROC (Process); 
USES (Uses) 

(attachment of biomols. to surfaces of medical devices for 
improvement of biocompatibility) 
IT 6620-98-0D, oxidized, reaction with lysine dipeptide 13184-13-9D, 
reaction with oxidized serine tripeptide 229978-91-0 229978-92-1 
229978-93-2 

RL: PEP (Physical, engineering or chemical process); PROC (Process) 

(attachment of biomols. to surfaces of medical devices for 

improvement of biocompatibility) 
IT 1190-94-9, 5-Hydroxylysine 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 

(biomols. contg. N-terminal 5-hydroxylysine ; attachment of biomols. to 

surfaces of medical devices for improvement of 

biocompatibility) 
IT 56-45-1, L-Serine, biological studies 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 

(biomols. contg. N-terminal serine; attachment of biomols. to 

surfaces of medical devices for improvement of 

biocompatibility) 
IT 72-19-5, L-Threonine, biological studies 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 



belyavskyi 



09 / 994784 



Page 20 



(biomols. contg. N-terminal threonine; attachment of biomols . to 

surfaces of medical devices for improvement of 

biocompatibility) 
IT 7440-44-0, Carbon, biological studies 

RL: DEV (Device component use); PEP (Physical, engineering or chemical 
process); THU (Therapeutic use); BIOL (Biological study); PROC (Process); 
USES (Uses) 

(glassy or pyrolytic; attachment of biomols. to surfaces of 
medical devices for improvement of biocompatibility) 
IT 1306-06-5, Hydroxyapatite 

RL: DEV (Device component use); PEP (Physical, engineering or chemical 
process); THU (Therapeutic use); BIOL (Biological study); PROC (Process); 
USES (Uses) 

(attachment of biomols. to surfaces of medical devices for 
improvement of biocompatibility) 
RN 1306-06-5 HCAPLUS 

CN Hydroxylapatite (Ca5 (OH) ( P04 ) 3) (9CI) (CA INDEX NAME) 

Component I Ratio | Component 

| I Registry Number 

==============+====================+=================== 

HO I 1| 14280-30-9 

04P | 3 | 14265-44-2 

Ca | 5 | 7440-70-2 
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TI Oxidative method for attachment of glycoproteins or glycopeptides to 

surfaces of medical devices 
IN Keogh, James R. 
PA Medtronic, Inc., USA 
SO U.S., 10 pp., Cont . -in-part of U.S 

CODEN: USXXAM 
DT Patent 
LA English • 
IC ICM B05D003-10 

ICS A61L027-00; A61L033-00 
NCL 427002130 
CC 63-7 (Pharmaceuticals) 
FAN.CNT 7 

PATENT NO. KIND DATE 



. 5,728,420. 



APPLICATION NO. DATE 



US 


5891506 


A 


19990406 


US 


5728420 


A 


19980317 


AU 


9728768 


Al 


19980312 


AU 


699145 


B2 


19981126 


CA 


2212602 


AA 


19980209 


JP 


10085321 


A2 


19980407 


US 


5928916 


A 


19990727 


US 


6033719 


A 


20000307 


US 


5925552 


A 


19990720 


WO 


9927968 


A2 


19990610 


WO 


9927968 


A3 


19990902 




RW: AT, BE, 


CH, CY, 


DE, DK, 




PT, SE 






EP 


1035871 


A2 


20000920 




R: DE, FR 






US 


2002001834 


Al 


20020103 


US 


1996-694535 


A2 


19960809 


US 


1996-635187 


A2 


19960425 


US 


1997-984922 


A2 


19971204 



US 


1997 


-984922 


19971204 


US 


1996 


-694535 


19960809 


AU 


1997 


-28768 


19970721 


CA 


1997 


-2212602 


19970808 


JP 


1997 


-216492 


19970811 


US 


1998 


-10906 


19980122 
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US 1997-1994 A 19971231 

US 1998-10906 A2 19980122 

US 1998-12056 A 19980122 

US 1998-67188 A2 19980427 

WO 1998-US25656 W 19981203 
AB A method for making a medical device having at least one glycoprotein 
and/or glycopeptide immobilized on a substrate surface 

is provided. The method may include oxidizing 1, 2-dihydroxy moieties with 

a periodate to form an aldehyde-functional material; combining the 

aldehyde-functional material with an amino-functional material to 

bond the two materials together through an imine moiety; and 

reacting the imine moiety with a reducing agent to form a secondary amine. 

Another method of the present invention may be employed to 

crosslink glycoproteins and/or glycopeptides immobilized 

on medical device surfaces. Addnl . , one method of the present 

invention may be employed to crosslink glycoproteins and/or 

glycopeptides, thereby forming a crosslinked biomaterial or a 

crosslinked medical device coating. 

ST glycoprotein oxidn immobilization implant prosthesis 

IT Blood 

(-handling equipment; oxidative method for attachment of glycoproteins 

or glycopeptides to surfaces of medical devices) 
IT Hydroxyl group 

(1, 2-dihydroxy grouping, oxidn. of; oxidative method for attachment of 

glycoproteins or glycopeptides to surfaces of medical 

devices) 
IT Blood vessel 
Heart 

(artificial; oxidative method for attachment of glycoproteins or 

glycopeptides to surfaces of medical devices) 
IT Medical goods 

(bags; oxidative method for attachment of glycoproteins or 

glycopeptides to surfaces of medical devices) 
IT Medical goods 

(balloons; oxidative method for attachment of glycoproteins or 

glycopeptides to surfaces of medical devices) 
IT Ceramics 

(biocompatible; oxidative method for attachment of glycoproteins or 
glycopeptides to surfaces of medical devices) 
IT Medical goods 

(catheters; oxidative method for attachment of glycoproteins or 
glycopeptides to surfaces of medical devices) 
IT Prosthetic materials and Prosthetics 

(endoprosthetic; oxidative method for attachment of glycoproteins or 
glycopeptides to surfaces of medical devices) 
IT Formyl group 

(formation of; oxidative method for attachment of glycoproteins or 
glycopeptides to surfaces of medical devices) 
IT Functional groups 

(imino group; oxidative method for attachment of glycoproteins or 
glycopeptides to surfaces of medical devices) 
IT Glycoproteins, specific or class 
Proteins, specific or class 
RL: DEV (Device component use) ; PEP (Physical, engineering or chemical 
process); RCT (Reactant) ; PROC (Process); RACT (Reactant or reagent); USES 
(Uses) 

(immobilized; oxidative method for attachment of 
glycoproteins or glycopeptides to surfaces of medical 
devices ) 

IT Prosthetic materials and Prosthetics 

(implants, artificial heart pacemaker, leads for; oxidative method for 
attachment of glycoproteins or glycopeptides to surfaces of 
medical devices) 
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IT Prosthetic materials and Prosthetics 

(implants; oxidative method for attachment of glycoproteins or 

glycopeptides to surfaces of medical devices) 
IT Wires 

(medical; oxidative method for attachment of glycoproteins or 
glycopeptides to surfaces of medical devices) 
IT Proteins, specific or class 

RL: PEP (Physical, engineering or chemical process); PROC (Process) 
(membrane; oxidative method for attachment of glycoproteins or 
glycopeptides to surfaces of medical devices) 
IT Amino group 

Anticoagulants 
Anticoagulants 
Biocompatibility 
Bone 

Medical equipment 

Oxidation 

Skin 

Tooth 

Wood 

(oxidative method for attachment of glycoproteins or glycopeptides to 
surfaces of medical devices) 
IT Collagens, biological studies 
Elastins 
Fibrins 

Fluoropolymers, biological studies 
Glass, biological studies 
Laminins 

Polyamides, biological studies 
Polycarbonates, biological studies 
Polyesters, biological studies 
Polyethers, biological studies 
Polyolef ins 

Polyurethanes, biological studies 

Rubber, biological studies 

Shape memory alloys 

Silicone rubber, biological studies 

RL: DEV (Device component use); PEP (Physical, engineering or chemical 
process); THU (Therapeutic use); BIOL (Biological study); PROC (Process); 
USES (Uses) 

(oxidative method for attachment of glycoproteins or glycopeptides to 
surfaces of medical devices) 
IT Adhesins 

Antibodies 
Blood-coagulation factors 
Enzymes, processes 
Globulins, processes 
Glycopeptides 
Growth factors, animal 
Hormones, animal, processes 
Immunoglobulins 
Ligands 
Proteoglycans, processes 
Toxins 

Transport proteins 

RL: PEP (Physical, engineering or chemical process); PROC (Process) 

(oxidative method for attachment of glycoproteins or glycopeptides to 
surfaces of medical devices) 
IT Heart 
Heart 

(pacemaker, artificial, leads for; oxidative method for attachment of 

glycoproteins or glycopeptides to surfaces of medical 

devices) 



r? 
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IT Alkali metals, reactions 
Halogen compounds 
Halogen compounds 
Per compounds 
Per compounds 

RL : NUU (Other use, unclassified); RCT (Reactant) ; RACT (Reactant or 
reagent); USES (Uses) 

(periodates; oxidative method for attachment of glycoproteins or 

glycopeptides to surfaces of medical devices) 
IT Platelet (blood) 

(proteins of; oxidative method for attachment of 

glycoproteins or glycopeptides to surfaces of medical 

devices ) 
IT Anti-inflammatory agents 

(proteins; oxidative method for attachment of glycoproteins 

or glycopeptides to surfaces of medical devices) 
IT Medical goods 

• (stents; oxidative method for attachment of glycoproteins or 

glycopeptides to surfaces of medical devices) 
IT Proteins, specific or class 

RL: PEP (Physical, engineering or chemical process); PROC (Process) 

(structural; oxidative method for attachment of glycoproteins or 

glycopeptides to surfaces of medical devices) 
IT Medical goods 

(tubes; oxidative method for attachment of glycoproteins or 

glycopeptides to surfaces of medical devices) 
IT Heart 

(valve; oxidative method for attachment of glycoproteins or 
glycopeptides to surfaces of medical devices) 
IT 1306-06-5, Hydroxy apatite 1344-28-1, Aluminum oxide, 

biological studies 7440-06-4, Platinum, biological studies 7440-06-4D, 
Platinum, alloys, biological studies 7440-32-6, Titanium, biological 
studies 7440-32-6D, Titanium, alloys, biological studies 8049-28-3, 
Stellite 9002-84-0, Polytetraf luoroethylene 9002-86-2, Polyvinyl 
chloride 9002-88-4 .9003-01-4, Polyacrylic acid 9003-07-0 9003-31-0 
9003-39-8, Polyvinylpyrrolidone 9003-53-6 9004-34-6, Cellulose, 
biological studies 11110-83-1 12597-68-1, Stainless steel, biological 
studies 

. RL: DEV (Device component use) ; PEP (Physical, engineering or chemical 
process); THU (Therapeutic use); BIOL (Biological study); PROC (Process); 
USES (Uses) 

(oxidative method for attachment of glycoproteins or glycopeptides to 
surfaces of medical devices) 
IT 7790-21-8, Potassium periodate 7790-28-5, Sodium periodate 13444-71-8, 
Periodic acid 13774-81-7 16940-66-2, Sodium borohydride 25895-60-7, 
Sodium cyanoborohydride 

RL: NUU (Other use, unclassified); RCT (Reactant); RACT (Reactant or 
reagent); USES (Uses) 

(oxidative method for attachment of glycoproteins or glycopeptides to 
surfaces of medical devices) 
IT 7440-44-0, Carbon, biological studies 

RL: DEV (Device component use); PEP (Physical, engineering or chemical 
process); THU (Therapeutic use); BIOL (Biological study); PROC (Process); 
USES (Uses) 

(pyrolytic; oxidative method for attachment of glycoproteins or 

glycopeptides to surfaces of medical devices) 
RE.CNT 30 THERE ARE 30 CITED REFERENCES AVAILABLE FOR THIS RECORD 
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(11) Hoffman, A; Trans Am Soc Artif Intern Organs 1972, V18, P10 HCAPLUS 
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(16) Hu; US 5077372 1991 HCAPLUS 
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IT 1306-06-5, Hydroxy apatite 

RL: DEV (Device component use) ; PEP (Physical, engineering or chemical 
process); THU (Therapeutic use); BIOL (Biological study); PROC (Process); 
USES (Uses) 

(oxidative method for attachment of glycoproteins or glycopeptides to 
surfaces of medical devices) 
RN 1306-06-5 HCAPLUS 

CN Hydroxylapatite (Ca5 (OH) (P04 ) 3) (9CI) (CA INDEX NAME) 

Component | Ratio I Component 

| I Registry Number 

==============+====================+=================== 

HO |1| 14280-30-9 

04P | 3 | 14265-44-2 

Ca | 5 | 7440-70-2 
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MR, NE, SN 

CA 2207961 AA 19960711 CA 1996-2207961 19960104 

AU 9647556 Al 19960724 AU 1996-47556 19960104 

EP 805678 Al 19971112 EP 1996-903476 19960104 

R: AT, BE, CH, DE, DK, ES, FR, GB, GR, IT, LI, LU, NL, SE, MC, PT, IE 
JP 10511957 T2 19981117 JP 1996-521279 19960104 

PRAI US 1995-369541 19950105 
US 1995-389893 19950216 
WO 1996-US476 19960104 

AB Biodegradable controlled-release nanoparticles as sustained release 
bioactive agent delivery vehicles include surface modifying 
agents to target binding of the nanoparticles to tissues or 
cells of living systems, to enhance nanoparticle sustained release 
properties, and to protect nanoparticle-incorporated bioactive agents. 
Unique methods of making small (10 nm to 15 nm, and preferably 20 nm to 35 
nm) nanoparticles having a narrow size distribution which can be 
surface-modified after the nanoparticles are formed is described. 
Techniques for modifying the surface include a lyophilization 
technique to produce a phys . adsorbed coating and 
epoxy-derivatization to f unctionalize the surface of the 
nanoparticles to covalently bind mols. of interest. The 

nanoparticles may also comprise hydroxy-terminated or epoxide-terminated 
and/or activated multiblock copolymers, having hydrophobic segments which 
may be polycaprolactone and hydrophilic segments. The nanoparticles are 
useful for local intravascular administration of smooth muscle inhibitors 
and antithrombogenic agents as part of interventional cardiac or vascular 
catheterization such as a balloon angioplasty procedure; direct 
application to tissues and/or cells for gene therapy, such as the delivery 
of osteotropic genes or gene segments into bone progenitor cells; or oral 
administration in an enteric capsule for delivery of protein 
/peptide based vaccines . 

ST polymer controlled release nanoparticle drug delivery; gene therapy 
vaccine controlled release nanoparticle 

IT Animal growth regulators 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 
(antagonists; surface-modified polymer controlled-release 
nanoparticles for sustained drug delivery) 

IT Fibrins 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(glue, suspending medium; surface-modified polymer 
controlled-release nanoparticles for sustained drug delivery) 
IT Cardiovascular agents 

(inhibitors and stimulators; surface-modified polymer 
controlled-release nanoparticles for sustained drug delivery) 
IT Animal tissue culture 

(media; surface-modified polymer controlled-release 
nanoparticles for sustained drug delivery) 
IT Polymerization catalysts 

(photoinitiation; surface-modified polymer controlled-release 
nanoparticles for sustained drug delivery) 
IT Buffer substances and systems- 

(physiol., suspending medium; surface-modified polymer 
controlled-release nanoparticles for sustained drug delivery) 
IT Alkylating agents, biological 
Antibiotics 

Anticoagulants and Antithrombotics 

Emulsifying agents 

Encapsulation 

Freeze drying 

Immunosuppressants 

Inflammation inhibitors 

Neoplasm inhibitors 

Sound and Ultrasound 
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Surfactants 

Thrombolytics 
Vaccines 

(surface-modified polymer controlled-release nanoparticles 
for sustained drug delivery) 
IT Agglutinins and Lectins 
Antibodies 
Beeswax 
Biopolymers 

Caseins, biological studies 
Fatty acids, biological studies 
Ferritins 
Fibrinogens 

Glycerides, biological studies 
Hemoglobins 

Lipids, biological studies 
Myoglobins 

Phosphatidylethanolamines 
Phospholipids, biological studies 
Polysaccharides, biological studies 
Silicates, biological studies 
Waxes and Waxy substances 
Wool wax 

RL: MOA (Modifier or additive use); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(surface-modified polymer controlled-release nanoparticles 
for sustained drug delivery) 
IT Albumins, biological studies 
Alkaloids, biological studies 
Antigens 

Deoxyribonucleic acids 
Enzymes 

Gelatins, biological studies 
Gene, animal 

Glycoproteins, biological studies 

Hormones 

Nucleic acids 

Osteocalcins 

Phosphazene polymers 

Phosphoproteins 

Pol yanhydr ides 

Polyesters, biological studies 
Polyethers, biological studies 

Quaternary ammonium compounds, biological studies 

Ribonucleic acids 

Toxins 

Urethane polymers 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(surface-modified polymer controlled-release nanoparticles 
for sustained drug delivery) 
IT Polymers, biological studies 

RL: MOA (Modifier or additive use); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(surface-modifying agents; surface-modified polymer 
controlled-release nanoparticles for sustained drug delivery) 
IT Blood serum 

Physiological saline solutions 

(suspending medium; surface-modified polymer 

controlled-release nanoparticles for sustained drug delivery) 
IT Peptides, biological studies 

Proteins, biological studies 
RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(vaccines based on; surface-modified polymer 
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controlled-release nanoparticles for sustained drug delivery) 
IT Sialoglycoproteins 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(BSP II (bone sialoglycoprotein II), surface-modified polymer 
controlled-release nanoparticles for sustained drug delivery) 
IT Dental materials and appliances 

(adhesives, surface-modified polymer controlled-release 
nanoparticles for sustained drug delivery) 
IT Quaternary ammonium compounds 

RL: MOA (Modifier or additive use); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(alkylbenzyldimethyl, chlorides, surface-modified polymer 
controlled-release nanoparticles for sustained drug delivery) 
IT Artery 

(angioplasty, surface-modified polymer controlled-release 
nanoparticles for sustained drug delivery) 
IT Surfactants 

RL: MOA (Modifier or additive use); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(anionic, surface-modified polymer controlled-release 
nanoparticles for sustained drug delivery) 
IT Gene, animal 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(anti-onco-, surface-modified polymer controlled-release 
nanoparticles for sustained drug delivery) 
IT Animal growth regulators 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(blood platelet-derived growth factors, surface-modified 
polymer controlled-release nanoparticles for sustained drug delivery) 
IT Medical goods 

(bone cements, surface-modified polymer controlled-release 
nanoparticles for sustained drug delivery) 
IT Animal growth regulators 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(bone morphogenetic proteins, surface-modified 

polymer controlled-release nanoparticles for sustained drug delivery) 
IT Ion channel blockers 

(calcium, surface-modified polymer controlled-release 
nanoparticles for sustained drug delivery) 
IT Surfactants 

RL: MOA (Modifier or additive use); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(cationic, surface-modified polymer controlled-release 
nanoparticles for sustained drug delivery) 
IT Quaternary ammonium compounds, uses 
RL: CAT (Catalyst use); USES (Uses) 

(complexes, surface-modified polymer controlled-release 
nanoparticles for sustained drug delivery) 
IT Alcohols, biological studies 

RL: MOA (Modifier or additive use); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(fatty, surface-modified polymer controlled-release 
nanoparticles for sustained drug delivery) 
IT Fats and Glyceridic oils 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(fish, surface-modified polymer controlled-release 
nanoparticles for sustained drug delivery) 
IT Therapeutics 

(geno-, surface-modified polymer controlled-release 
nanoparticles for sustained drug delivery) 
IT Gels 

(hydro-, suspending medium; surface-modified polymer 
controlled-release nanoparticles for sustained drug delivery) 
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IT Lymphokines and Cytokines 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(interleukin 1. alpha., surface-modified polymer 
controlled-release nanoparticles for sustained drug delivery) 
IT Lymphokines and Cytokines 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(interleukin l.beta., surface-modified polymer 
controlled-release nanoparticles for sustained drug delivery) 
IT Lymphokines and Cytokines 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(interleukin 6, surface-modified polymer controlled-release 
nanoparticles for sustained drug delivery) 
IT Trace elements, uses 

RL: CAT (Catalyst use); USES (Uses) 

(metals, surface-modified polymer controlled-release 
nanoparticles for sustained drug delivery) 
IT Antibodies 

RL: MOA (Modifier or additive use); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(monoclonal, surface-modified polymer controlled-release 

nanoparticles for sustained drug delivery) 
IT Pharmaceutical dosage forms 

(nanoparticles, controlled-release, surface-modified polymer 

controlled-release nanoparticles for sustained drug delivery) 
IT Surfactants 

(nonionic, surface-modified polymer controlled-release 

nanoparticles for sustained drug delivery) 
IT Nucleotides, biological studies 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(oligp-, surface-modified polymer controlled-release 

nanoparticles for sustained drug delivery) 
IT Polymers 

RL: MOA (Modifier or additive use); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(oligomers, surface-modified polymer controlled-release 
nanoparticles for sustained drug delivery) 
IT Gene, animal 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(onco-, surface-modified polymer controlled-release 
nanoparticles for sustained drug delivery) 
IT Polyethers, biological studies 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(ortho ester group-contg. , surface-modified polymer 
controlled-release nanoparticles for sustained drug delivery) 
IT Glycophosphoproteins 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(osteonectins, surface-modified polymer controlled-release 
nanoparticles for sustained drug delivery) 
IT Glycophosphoproteins 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(osteopontins, surface-modified polymer controlled-release 
nanoparticles for sustained drug delivery) 
IT Bone marrow 

(osteoprogenitor cell, surface-modified polymer 
controlled-release nanoparticles for sustained drug delivery) 
IT Polyamides, biological studies 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(poly(amino acids), surface-modified polymer 

controlled-release nanoparticles for sustained drug delivery) 
IT Fatty acids, biological studies 

RL: MOA (Modifier or additive use); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(potassium salts, surface-modified polymer controlled-release 
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nanoparticles for sustained drug delivery) 
IT Collagens, biological studies 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(pro-, suspending medium; surface-modified polymer 

controlled-release nanoparticles for sustained drug delivery) 
IT Sterilization and Disinfection 

(radiochem., surface-modified polymer controlled-release 

nanoparticles for sustained drug delivery) 
IT Heart, disease 

(restenosis, prevention of; surface-modified polymer 

controlled-release nanoparticles for sustained drug delivery) 
IT Soaps 

RL: MOA (Modifier or additive use); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(rosin, surface-modified polymer controlled-release 
nanoparticles for sustained drug delivery) 
IT Fatty acids, biological studies 

RL: MOA (Modifier or additive use); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(sodium salts, surface-modified polymer controlled-release 
nanoparticles for sustained drug delivery) 
IT Oils 

RL: MOA (Modifier or additive use); THU (Therapeutic use); BIOL 
(Biological study) ; USES (Uses) 

(sulfonated, surface-modified polymer controlled-release 
nanoparticles for sustained drug delivery) 
IT Amines, uses 

RL: CAT (Catalyst use); USES (Uses) 

(tertiary, surface-modified polymer controlled-release 
nanoparticles for sustained drug delivery) 
IT Toxoids 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(tetanus, vaccines based on; surface-modified polymer 
controlled-release nanoparticles for sustained drug delivery) 
IT Animal growth regulators 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(transforming growth factors, surface-modified polymer 
controlled-release nanoparticles for sustained drug delivery) 
IT Lymphokines and Cytokines 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(tumor necrosis factor- . alpha . , surface-modified polymer 
controlled-release nanoparticles for sustained drug delivery) 
IT Collagens, biological studies 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(type I, surface-modified polymer controlled-release 
nanoparticles for sustained drug delivery) 
IT Collagens, biological studies 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(type II, surface-modified polymer controlled-release 
nanoparticles for sustained drug delivery) 
IT Proteins, specific or class 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(vitamin K-dependent, surface-modified polymer 
controlled-release nanoparticles for sustained drug delivery) 
IT 62229-50-9, Epidermal growth factor 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 
(heparin-binding, -like compds . ; surface-modified 

polymer controlled-release nanoparticles for sustained drug delivery) 
IT 9015-82-1, Angiotensin-converting enzyme 9026-43-1, Protein 
kinase 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 
(inhibitors; surface-modified polymer controlled-release 
nanoparticles for sustained drug delivery) 
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IT 180741-23-5DP, reaction products with heparin 

RL: SPN (Synthetic preparation); THU (Therapeutic use); BIOL (Biological 
study); PREP (Preparation); USES (Uses) 

(repeating units; surface-modified polymer controlled-release 
nanoparticles for sustained drug delivery) 

IT 67-64-1, 2-Propanone, biological studies 67-66-3, Chloroform, biological 
studies 67-68-5, Dimethylsulf oxide, biological studies 68-12-2, 
Dimethylf ormamide, biological studies 75-09-2, Methylene chloride, 
biological studies 109-99-9, biological studies 123-91-1, Dioxane, 
biological studies 127-19-5, Dimethylacetamide 141-78-6, Ethyl' 
acetate, biological studies 684-16-2, Hexaf luoroacetone 920-66-1 
RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(solvent; surface-modified polymer controlled-release 
nanoparticles for sustained drug delivery) 

IT 75-23-0 75-47-8, Iodoform 102-54-5, Ferrocene 113-00-8, Guanidine 
288-32-4, Imidazole, uses 558-13-4, Carbon tetrabromide 7550-45-0, 
Titanium tetrachloride, uses 7637-07-2D, Boron trifluoride, adducts 
13598-36-2D, Phosphonic acid, alkylidenebis- derivs . 13826-88-5, Zinc 
tetraf luoroborate 86665-14-7, Zirconocene chloride 
RL: CAT (Catalyst use); USES (Uses) 

(surface-modified polymer controlled-release nanoparticles 
for sustained drug delivery) 

IT 50-70-4, D-Glucitol, biological studies 57-09-0, Cetyl trimethyl 
ammonium bromide 57-10-3, Hexadecanoic acid, biological studies 
57-88-5, Cholesterol, biological studies 69-65-8, D-Mannitol 102-71-6, 
Triethanolamine, biological studies 112-02-7, Hexadecyl trimethyl 
ammonium chloride 151-21-3, Sodium dodecyl sulfate, biological studies 
577-11-7, Sodium dioctyl sulf osuccinate 1069-55-2, Isobutyl 
cyanoacrylate 3282-73-3, Didodecyldimethyl ammonium bromide 7445-62-7 
7727-43-7, Barium sulfate 8007-43-0, Sorbitan sesquioleate 9000-65-1, 
Tragacanth 9000-69-5, Pectin 9002-89-5, Polyvinyl alcohol 9002-92-0, 
Polyoxyethylene lauryl ether 9003-39-8, Polyvinyl pyrrolidone 

9003- 53-6, Polystyrene 9004-32-4 9004-34-6, Cellulose, biological 
studies 9004-35-7, Cellulose acetate 9004-44-8, Cellulose phthalate 

9004- 64-2, Hydroxypropyl cellulose 9004-99-3 9005-49-6, Heparin, 
biological studies 9015-73-0 9050-04-8, CM-cellulose calcium 
9050-31-1, Hydroxypropyl methyl cellulose phthalate 10103-46-5,- 
Calcium phosphate 25322-68-3 106392-12-5, Poloxamer 
110617-70-4, Poloxamine 128835-92-7, Lipofectin 180741-27-9 

RL: MOA (Modifier or additive use); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(surface-modified polymer controlled-release nanoparticles 
for sustained drug delivery) 
IT 25722-70-7P 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(surface-modified polymer ' controlled-release nanoparticles 
for sustained drug delivery) 
IT 9005-4 9-6DP, Heparin, reaction products with epoxide end-capped polymer 
180741-24-6P 180741-25-7P 180741-26-8P 180801-36-9P 180801-37-OP 
180801-38-1P 

RL: SPN (Synthetic preparation); THU (Therapeutic use); BIOL (Biological 
study); PREP (Preparation); USES (Uses) 

(surface-modified polymer controlled-release nanoparticles 
for sustained drug delivery) 
IT 50-02-2, Dexamethasone 59-52-9 60-00 r 4, EDTA, biological studies 
60-10-6, Dithizone 77-86-1 77-92-9, biological studies 87-69-4, 
biological studies 92-84-2D, Phenothiazine, derivs. 102-71-6D, 
Triethanolamine, fatty acid esters 139-13-9 144-62-7, Ethanedioic 
acid, biological studies 1306-06-5, Hydroxyapatite 

1338-39-2, Span 20 2462-63-7 9000-01-5, Acacia gum 9003-05-8, 
Polyacrylamide 9004-54-0, Dextran, biological studies 9005-25-8, 
Starch, biological studies 9005-32-7, Alginic acid '9012-76-4, Chitosan 
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10102-43-9D, Nitric oxide, compds . 11128-99-7, Angiotensin II 
14930-96-2, Cytochalasin B 61912-98-9, Insulin-like growth factor 
81845-44-5, Ciprostene 106096-92-8, Acidic fibroblast growth factor 
106096-93-9, Basic fibroblast growth factor 114949-22-3, Activin 
122647-31-8, Ibutilide 130736-65-1, U 86983 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(surface-modified polymer controlled-release nanoparticles 
for sustained drug delivery) 
IT 7732-18-5, Water, biological studies 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(suspending medium; surface-modified polymer 

controlled-release nanoparticles for sustained drug delivery) 
IT 10103-46-5, Calcium phosphate 

RL: MOA (Modifier or additive use); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(surface-modified polymer controlled-release nanoparticles 
for sustained drug delivery) 
RN 10103-4 6-5 HCAPLUS 

CN Phosphoric acid, calcium salt (8CI, 9CI) (CA INDEX NAME) 



O 

HO- P— OH 
OH 



x Ca 



IT 1306-06-5, Hydroxyapatite 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(surface-modified polymer controlled-release nanoparticles 
for sustained drug delivery) 
RN 1306-06-5 HCAPLUS 

CN Hydroxylapatite (Ca5 (OH) ( P04 ) 3 ) (9CI) (CA INDEX NAME) 

Component | Ratio I Component 

| I Registry Number 



HO |1| 14280-30-9 

04P | 3 | 14265-44-2 

Ca | 5 | 7440-70-2 



L69 ANSWER 8 OF 11 HCAPLUS COPYRIGHT 2003 ACS on STN 
AN 1996:231925 HCAPLUS 
DN 124:255240 

TI Detection of antigens and antibodies in a test medium and test 

strips for the detection 
IN Kitano, Tadahiko; Mito, Ayumi; Nakayama, Mikio; Ogawa, Tetsuro; Hiraide, 

Tsuneo 

PA Japan ✓ 

DT Patent 
LA German 
IC ICM G01N033-543 

ICS G01N033-547; A61B005-00 
CC 9-1 (Biochemical Methods) 

Section cross-reference (s ) : 10, 15 
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FAN.CNT 1 



PATENT NO. 


KIND 


DATE 


APPLICATION NO. 


DATE 


PI DE 19533346 {/ 


Al 


19960314 


DE 1995-19533346 


19950908 


^P-treD75747 


A2 


19960322 


JP 1994-214706 


19940908 


JP 3300542 


B2 


20020708 






GB 2293009 


Al 


19960313 


GB 1995-18440 


19950908 


GB 2293009 


B2 


19990210 






PRAI JP 199.4-214706 


A 


19940908 







AB The disclosure describes a detection strip for the simple and rapid 
detection of antibodies or antigens in a test medium, e.g., 
biol. fluid, with high sensitivity, as well as the detection principle and 
method. The test strip contains known antigens or antibodies 
that are immobilized on a fibrous material on which are present 
particles of a Ca phosphate compd. with an av. 

particle size of 0.01-200 .mu. and a Ca/P ratio of 1.0-2.0. In use, the 
test strips are conta cted with a test med ium con.t.g... antigens or 
antibodies that bind to the known antibodies 

or antigens, resp., on the test strip. Then the resulting antigen- 
antibody complexes are contacted with a soln. contg. a labeled 
compd. that can bind specifically with the suspected antigens or 
antibodies . 

ST body fluid antibody antigen detection immunoassay; test strip 

immunoassay antibody antigen; calcium 

phosphate particle immunoassay test strip 
IT Blood analysis 

Body fluid 

Ceramic materials and wares 

Conifer 

Films 

Immobilization, biochemical 

Immunoassay 

Lymph 

Saliva 

Virus, animal 

(antigens and antibodies detection in body fluids with test 
strips) 
IT Antibodies 
Antigens 

RL: ANT (Analyte) ; ARG (Analytical reagent use); ANST (Analytical study); 
USES (Uses) 

(antigens and antibodies detection in body fluids with test 
strips) 
IT Caseins, analysis 

RL: ARU (Analytical role, unclassified); DEV (Device component use); ANST 
(Analytical study); USES (Uses) 

(antigens and antibodies detection in body fluids with test 
strips) 
IT Proteins, analysis 

RL: ARU (Analytical role, unclassified); DEV (Device component use); ANST 
(Analytical study); USES (Uses) 

(antigens and antibodies detection in body fluids with test 
strips ) 
IT Rayon, analysis 

RL: ARU (Analytical role, unclassified); DEV (Device component use); ANST 
(Analytical study); USES (Uses) 

(antigens and antibodies detection in body fluids with test 
strips ) 
IT Virus, animal 

(Japanese encephalitis, antigens and antibodies detection in 
body fluids with test strips) 
IT Films 

(foils, antigens and antibodies detection in body fluids with 
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test strips) 
IT Virus, animal 

(influenza, antigens and antibodies detection in body fluids 

with test strips) 
IT Virus, animal 

(influenza A, antigens and antibodies detection in body 

fluids with test strips) 
IT Virus, animal 

(rabies, antigens and antibodies detection in body fluids 

with test strips) 
IT 9001-78-9D, antibody conjugates 

RL: ARG (Analytical reagent use); ANST (Analytical study); USES (Uses) 

(antigens and antibodies detection in body fluids with test 

strips) 

IT 1306-01-0, Tetracalcium phosphate 1306-06-5, 
Hydroxylapatite 7758-23-8, Monocalcium 
phosphate 7758-87-4, Tricalcium 

phosphate 9002-88-4, Polyethylene 9002-89-5 9003-04-7, 
Sodium polyacrylate 9003-07-0, Polypropylene 10103-46-5, 
Calcium phosphate 25038-59-9, Polyethylene 
terephthalate, analysis 

RL: ARU (Analytical role, unclassified); DEV (Device component use); ANST 
(Analytical study); USES (Uses) 

(antigens and antibodies detection in body fluids with test 
strips ) 

IT 1306-06-5, Hydroxylapatite 7758-23-8, 
Monocalcium phosphate 7758-87-4, 
Tricalcium phosphate 10103-46-5, 
Calcium phosphate 

RL: ARU (Analytical role, unclassified); DEV (Device component use); ANST 
(Analytical study); USES (Uses) 

(antigens and antibodies detection in body fluids with test 
strips ) 
RN 1306-06-5 HCAPLUS 

CN Hydroxylapatite (Ca5 (OH) (P04 ) 3) (9CI) (CA INDEX NAME) 

Component | Ratio I Component 

| I Registry Number 

==============+====================+=================== 

HO |1| 14280-30-9 

04P I 3 I 14265-44-2 

Ca | 5 | 7440-70-2 

RN 7758-23-8 HCAPLUS 

CN Phosphoric acid, calcium salt (2:1) (8CI, 9CI) (CA INDEX NAME) 



0 

HO- P- OH 
OH 



1/2 Ca 
RN 7758-87-4 HCAPLUS 

CN Phosphoric acid, calcium salt (2:3) (8CI, 9CI) (CA INDEX NAME) 
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0 

HO- P- OH 
OH 

3/2 Ca 
RN 10103-4 6-5 HCAPLUS 

CN Phosphoric acid, calcium salt (8CI, 9CI) (CA INDEX NAME) 

0 
II 

HO- P- OH 
OH 

x Ca 



L69 
AN 
DN 
TI 

AU 

CS 

SO 

PB 
DT 
LA 
CC 
AB 



ST 
IT 



IT 



IT 



ANSWER 9 OF 11 HCAPLUS COPYRIGHT 2003 ACS on STN 

1995:760993 HCAPLUS 

123:334183 

Modified hydroxyapatite microspheres as immunoadsorbent for 
plasma perfusion: preliminary study 
Paul, Willi; Sharma, Chandra P. 

Div. Biosurf. Technol., Inst. Med. Sci . Technol . , Trivandrum, 695 012, 
India 

Journal of Colloid and Interface Science (1995), 174(1), 224-9 

CODEN: JCISA5; ISSN: 0021-9797 

Academic 

Journal 

English 

9-10 (Biochemical Methods) 

An improved solid-support, affinity immunoadsorbent suitable for 

extracorporeal perfusion of plasma is reported. This consists of - - 

hydroxyapatite microspheres coated with a thin layer of 

poly (vinyl ale.) and immobilized phenylalanine as 

ligand. This adsorbent can remove IgG specifically from pla 

The modified adsorbent may be used for direct hemoperf usion i. 

alternative to plasma adsorption therapy by eliminating cell 

selective removal of antibodies belonging to IgG class. 

plasma perfusion antibody IgG removal 

Perfusion 

(modified hydroxyapatite microspheres as immunoadsorbent for 
plasma perfusion) 
Antibodies 

RL: REM (Removal or disposal) ; PROC (Process) 

(modified hydroxyapatite microspheres as immunoadsorbent for 
plasma perfusion) 
Immunoglobulins 

RL: REM (Removal or disposal); PROC (Process) 

(G, modified hydroxyapatite microspheres as immunoadsorbent 
for plasma perfusion) 
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L69 ANSWER 10 OF 11 HCAPLUS COPYRIGHT 2003 ACS on STN 
AN 1990:175283 HCAPLUS 
DN 112:175283 

TI Biocompatible protein or ligand immobilization 

system 

IN Johnson, Susan S.; Goodman, James R. 
PA UOP Inc., USA 
SO U.S., 9 pp . 

CODEN : USXXAM 
DT Patent 
LA English 
IC ICM B32B033-00 

ICS G01N033-547 
NCL 428403000 

CC 9-14 (Biochemical Methods) 

Section cross-reference (s) : 7 
FAN.CNT 1 

PATENT NO. KIND DATE APPLICATION NO. DATE 



PI US 4885207 A 19891205 US 1987-73251 19870713 

EP 431220 Al 19910612 EP 1989-312633 19891204 

R: AT, BE, CH, DE, ES, FR, GB, GR, IT, LI, NL, SE 
PRAI US 1987-73251 19870713 

AB A support matrix generally useful for the immobilization of 
biol. active proteins is made by coating, with a 

polymeric ale, a core support of titania or a carbonaceous pyropolymer 
deposited on a high surface area refractory inorg. oxide, 
crosslinking the ale, and converting a portion of the hydroxyls 
to sulfonate esters. Such supports covalently bind enzymes and 
antibodies via a strong C-N single bond to give, e.g., 
an immobilized antibody system extremely resistant to 
leaching of the antibody, the cross-linked 

ale, or of metals from the core support. A carbonaceous pyropolymer from 
benzene deposited on a .gamma, alumina (surface area .apprx.150 
m2/g) was coated with polyvinyl ale. (88% hydrolyzed, 96,000 
mol . wt . ) and the ale. coating was crosslinked with 
1, 4-butanediol diglycidyl- ether. The crosslinked ale. was 
activated by treatment with 2, 2, 2-trif luoroethanesulf onyl chloride. 
Glucose isomerase was then immobilized on the support. 
ST protein immobilization polymer matrix; enzyme 
immobilization polymer matrix; antibody 
immobilization polymer matrix; glucose isomerase 
immobilization polymer matrix 
IT Hydroxyl group 

(cellulose esters contg., manuf. of polymeric matrix support in 
relation to) 
IT Glass, oxide 

RL: ANST (Analytical study) 

(core support contg. controlled-pore, sulfonated and 
crosslinked polymeric ale. coating on, for 
protein immobilization) 
IT Antibodies 
Antigens 
Enzymes 

Proteins, reactions 
RL: PROC (Process) 

(immobilization of, on activated polymer matrix) 
IT Crosslinking agents 

(in manuf. of support for protein immobilization) 
IT Immobilization, biochemical 

(of proteins on polymeric matrix support) 
IT Immunoglobulins 

RL: PROC (Process) 
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(A, immobilization of, on activated polymer matrix) 
IT Immunoglobulins 

RL: PROC (Process) 

(D, immobilization of, on activated polymer matrix) 
IT Immunoglobulins 

RL: PROC (Process) 

(E, immobilization of, on activated polymer matrix) 
IT Immunoglobulins 

RL: PROC (Process) 

(G, immobilization of, on activated polymer matrix) 
IT Immunoglobulins 

RL: PROC (Process) 

(M, immobilization of, on activated polymer matrix) 
IT Sulfonic acids, esters 

RL: ANST (Analytical study) 

(esters, polymeric matrix support contg., for protein 
immobilization) 
IT 71-43-2P, Benzene, preparation 
RL: PREP (Preparation) 

(carbonaceous pyropolymer from, on .gamma, alumina, as core support in 
manuf. of support for protein immobilization) 
IT 1306-06-5, Hydroxylapatite 1335-30-4 1344-28-1, 

Alumina, biological studies 7440-44-OD, Carbon, pyropolymer derivs . 
7631-86-9, Silica, biological studies 10101-52-7 13463-67-7, Titania, 
biological studies 37220-25-0, Aluminum titanium oxide 60800-19-3, 
Aluminum zirconium oxide 108600-07-3, Titanium zirconium oxide 
((Ti,Zr)02) 

RL: ANST (Analytical study) 

(core support contg., sulfonated and crosslinked polymeric 
ale. coating on, for protein immobilization 

) 

IT 9000-91-3, .beta. -Amylase 9000-96-8, Arginase 9001-05-2, Catalase 
9001-12-1, Collagenase 9001-33-6, Ficin 9001-37-0, Glucose oxidase 
9001-45-0, .beta. -Glucuronidase 9001-47-2, Glutaminase 9001-51-8 
9001-57-4, Invertase 9001-63-2, Lysozyme 9001-73-4, Papain 
9001-75-6, Pepsin 9001-90-5, Fibrinolysin 9001-92-7, Protease 

9001- 99-4, Ribonuclease 9002-01-1, Streptokinase 9002-07-7, Trypsin 

9002- 10-2, Tyrosinase 9002-12-4, Uricase 9002-13-5, Urease 

9003- 98-9, Deoxyribonuclease 9003-99-0, Peroxidase 9004-07-3, 
Chymotrypsin 9012-37-7, Acylase 9012-54-8, Cellulase 9013-75-6, 
Histidase 9015-68-3, Asparaginase 9015-94-5, Renin, biological studies 

9024- 28-6, Phenylalanine ammonia lyase 9025-35-8, . alpha . -Galactosidase 

9025- 39-2, Heparinase 9028-76-6, Cholesterol oxidase 9030-08-4 
9031-11-2, Lactase 9031-72-5, Alcohol dehydrogenase 9032-08-0, 
Glucoamylase 9039-53-6, Urokinase 9054-73-3, Carboxypeptidase G-l 
9054-89-1, Superoxide dismutase 9055-00-9, Glucose isomerase 
9082-61-5, Amino acid oxidase 37278-89-0, Xylanase 80619-01-8, 
Bilirubin oxidase 

RL: PROC (Process) 

(immobilization of, on activated polymer matrix) 
IT 9002-89-5, Polyvinyl alcohol 9004-34-6D, Cellulose, esters 9012-36-6, 
Agarose 

RL: ANST (Analytical study) 

(in support matrix manuf. for protein immobilization 

) 

IT 89-02-1 104-15-4, biological studies 1827-97-OD, crosslinked 

polymeric ale. reaction products 30904-42-8, p-Nitrobenzenesulf onate 

45900-71-8, p-Bromobenzenesulf onate 

RL: ANST (Analytical study) 

(on support matrix for protein immobilization) 
IT 75-13-8D, Isocyanic acid, diesters 77-77-0, Divinylsulf one 2238-07-5D, 

derivs. 26471-62-5, Toluene diisocyanate 27359-20-2 106-89-8, 

Epichlorohydrin, biological studies 
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RL: ANST (Analytical study) 

(polymeric ale. coating crosslinking with, in 
support matrix manuf . for protein immobilization) 
IT 2425-79-8, 1, 4-Butanediol diglycidyl ether 

RL: ANST (Analytical study) 

(polyvinyl ale. coating crosslinking with, in 
support matrix manuf. for protein immobilization) 
IT 1648-99-3, 2 , 2 , 2-Trif luoroethanesulf onyl chloride 

RL: RCT (Reactant) ; RACT (Reactant or reagent) 

(reaction of, with crosslinked polyvinyl ale. coating 
) 

IT 1306-06-5, Hydroxylapatite 

RL: ANST (Analytical study) 

(core support contg., sulfonated and crosslinked polymeric 
ale. coating on, for protein immobilization 

) 

RN 1306-06-5 HCAPLUS 

CN Hydroxylapatite (Ca5 (OH) (P04 ) 3) (9CI) (CA INDEX NAME) 

Component | Ratio | Component 

| I Registry Number 

==============+====================+=================== 

HO |1| 14280-30-9 

04P | 3 | 14265-44-2 

Ca |5| 7440-70-2 



L69 ANSWER 11 OF 11 HCAPLUS COPYRIGHT 2003 ACS on STN 
AN 1990:95018 HCAPLUS 
DN 112:95018 

TI Microspheres of aluminum and magnetite filings, acrylic floe, and 
hydroxylapatite for immobilizing ligands for 

bioassays 
IN Toledano, Jacgues 
PA Fr. 

SO Fr. Demande, 19 pp. 

CODEN: FRXXBL 
DT Patent 
LA i French 
IC ICM G01N033-543 

ICS G01N033-547 
CC 9-1 (Biochemical Methods) 
FAN.CNT 1 

PATENT NO. KIND DATE APPLICATION NO. DATE 



PI FR 2624613 Al 19890616 FR 1987-17616 19871215 

FR 2624613 Bl 19940826 

PRAI FR 1987-17616 19871215 

AB Bioassay microsphere reagents comprise a matrix having surface 
functional groups activated to bind a ligand that 

captures the analyte. The microspheres esp. comprise Al and magnetite 
filings, acrylic floe, and hydrcocylapatite and are . activated to 
bind, e.g., protein A^ (for IgG detection) ,' 
protein G (for IgM detection), antigens, antibodies, 
etc. One mL of the microspheres presented a reactive surface of 
600 cm2 fixing 3.3 mg protein A and capturing 4 0 mg IgG. 
ST microsphere ligand immobilization bioassy; aluminum 
microsphere ligand immobilization bioassay; 
hydroxylapatite microsphere ligand 

immobilization' bioassay; IgG detn microsphere reagent 
IT Antibodies 

Antigens 

Immune complexes 



t 
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RL: ARG (Analytical reagent use); ANST (Analytical study); USES (Uses) 
' (activated microspheres contg., for bioassays) 
IT Acrylic polymers, uses and miscellaneous 

RL: ARG (Analytical reagent use); ANST (Analytical study); USES (Uses) 
(floes, mixts. with aluminum and magnetite filings and 
hydroxylapatite, activated, ligand conjugates, for 
bioassays) 
IT Ligands 

RL: ARG (Analytical reagent use); ANST (Analytical study); USES (Uses) 
(immobilization of, on activated microspheres, for bioassays) 
IT Immobilization, biochemical 

(of ligands, on activated microspheres, for bioassays) 
IT Proteins, specific or class 

RL: ARG (Analytical reagent use); ANST (Analytical study); USES (Uses) 
(A, reaction products, with activated microspheres, for IgG detn. ) 
IT Immunoglobulins 

RL: ANT (Analyte); ANST (Analytical study) 

(G, detn. of, protein A-immobilized microspheres 
for) 

IT Proteins, specific or class 

RL: ARG (Analytical reagent use); ANST (Analytical study); USES (Uses) 

(G, reaction products, with activated microspheres, for IgM detn.) 
IT Immunoglobulins 

RL: ANT (Analyte); ANST (Analytical study) 

(M, detn. of, protein G-immobilized microspheres 

for) 
IT Analysis 

(biochem. , microspheres for ligand immobilization 

for) 

I T Ligands 

RL: ARG (Analytical reagent use); ANST (Analytical study); USES (Uses) 
(conjugated, with activated microspheres, for bioassays) 
IT Spheres 

(micro-, for ligand immobilization for bioassays) 
IT Immunoglobulins 

Proteins, specific or class 
RL: ARG (Analytical reagent use); ANST (Analytical study); USES (Uses) 
(reaction products, with activated microspheres, for bioassays) 
IT 1306-06-5D, Hydroxylapatite, acrylic floe and aluminum 

and magnetite mixts., activated, ligand conjugates 1309-38-2D, 
Magnetite, acrylic floe and aluminum and hydroxylapatite mixts., 
activated, ligand conjugates 7429-90-5D, Aluminum, acrylic 
floe and hydroxylapatite and magnetite mixts., activated, 
ligand conjugates 

RL: ARG (Analytical reagent use); ANST (Analytical study); USES (Uses) 
(microspheres contg., for bioassays) 
IT 1306-06-5D, Hydroxylapatite, acrylic floe and aluminum 
and magnetite mixts., activated, ligand conjugates 

RL: ARG (Analytical reagent use); ANST (Analytical study); USES (Uses) 
(microspheres contg., for bioassays) 
RN 1306-06-5 HCAPLUS 

CN Hydroxylapatite (Ca5 (OH) (P04 ) 3) (9CI) (CA INDEX NAME) 

Component | Ratio I Component 

| I Registry Number 



HO | 1 I 14280-30-9 

04P • | 3 I 14265-44-2 

Ca |5| 7440-70-2 



=> fil wpix 
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FILE 'WPIX 1 ENTERED AT 16:07:41 ON 21 JUL 2003 
COPYRIGHT (C) 2003 THOMSON DERWENT 

FILE LAST UPDATED: 19 JUL 2003 <20030719/UP> 

MOST RECENT DERWENT UPDATE: 20034 6 <20034 6/DW> 

DERWENT WORLD PATENTS INDEX SUBSCRIBER FILE, COVERS 1963 TO DATE 

»> NEW WEEKLY SDI FREQUENCY AVAILABLE — > see NEWS «< 

>» SLART (Simultaneous Left and Right Truncation) is now 

available in the /ABEX field. An additional search field 
/BIX is also provided which comprises both /BI and /ABEX <« 

»> PATENT IMAGES AVAILABLE FOR PRINT AND DISPLAY «< 

»> FOR DETAILS OF THE PATENTS COVERED IN CURRENT UPDATES, 

SEE http://www.derwent.com/dwpi/updates/dwpicov/index.html «< 

»> FOR A COPY OF THE DERWENT WORLD PATENTS INDEX STN USER GUIDE, 
PLEASE VISIT: 

http : //www. stn-international . de /training_center /patent s /stn_guide .pdf «< 

»> FOR INFORMATION ON ALL DERWENT WORLD PATENTS INDEX USER 
GUIDES, PLEASE VISIT: 

http : //www . derwent . com/userguides/dwpi_guide . html «< 
=> d all abeq tech abex tot 

L92 ANSWER 1 OF 13 WPIX COPYRIGHT 2003 THOMSON DERWENT on STN 
AN 2002-600231 [65] WPIX 
DNC C2002-169785 

TI Carrier having immobilized antigens/antibodies useful for diagnosing 
infections, comprises a surface formed of calcium 
phosphate based compound, and antigens/antibodies immobilized to 
the surface. 

DC B04 D16 

IN SUGO, K; YAMAMOTO, A 

PA (ASAO) AS AH I KOGAKU KOGYO KK; (ASAO) 
AS AH I OPTICAL CO LTD 



CYC 6 



PI 


AU 


2001095159 


A 


20020606 


(200265) * 


52p 


C07K017-00 


< — 




FR 


2817348 


Al 


20020531 


(200265) 




G01N033-551 


< — 




US 


2002114800 


Al 


20020822 


(200265) 




A61K039-395 


< — 




GB 


2373503 


A 


20020925 


(200271) 




G01N033-551 


<-- 




JP 


2002286718 


A 


20021003 


(200280) 


12p 


G01N033-543 


<-- 




DE 


10158713 


Al 


20030109 


(200312) 




G01N033-543 


< — 


ADT 


AU 


2001095159 


A . 


AU 2001-95159 20011129; 


FR 2E 


J17348 Al FR 2001 


-15435 



20011129; US 2002114800 Al US 2001-994784 20011128; GB 2373503 A GB 
2001-28643 20011129; JP 2002286718 A JP 2001-349447 20011114; DE 10158713 
Al DE 2001-10158713 20011129 

PRAI JP 2001-349447 20011114; JP 2000-362762 20001129 

IC ICM A61K039-395; C07K017-00; G01N033-543; 
G01N033-551 
ICS A61K039-00 

AB AU 200195159 A UPAB: 20021031 

NOVELTY - A carrier (I) with immobilized antigens (Ags) or antibodies 
(Abs), with a surface (S) formed of a calcium phosphate 

based compound, and Ags/Abs each having a portion that is irrelevant to 
the Ag-Ab reaction, where each of Ags and Abs are immobilized to (S) 
through its irrelevant portion, and (S) has a portion where the Ags and 
Abs are not immobilized, is new. 

DETAILED DESCRIPTION - A carrier (I) having immobilized Ags or Abs, 
comprises a surface (S) which is formed of a calcium 
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phosphate based compound, and Ags or Abs each having a portion 
that is irrelevant to the Ag-Ab reaction, where each of the Ags and Abs 
are immobilized to (S) through its irrelevant portion, and (S) has a 
portion where the Ags and Abs are not immobilized, and at least a part of 
the portion of (S) is coated with a protein having low interactions with 
Ags or Abs . 

An INDEPENDENT CLAIM is also included for manufacture (M) of (I) by 
immobilizing Ags or Abs to a surface of a carrier which is formed of a 
calcium phosphate base compound through portions of Ags 

or Abs that are irrelevant to the Ag-Ab reaction, and coating a portion of 
the surface of the carrier, where Ags or Abs are not immobilized with a 
protein having low interaction with Ags or Abs. 

USE - (M) is useful for manufacture of (I) (claimed) . (I) is useful 
for diagnosing diseases such as infections. 

ADVANTAGE - It is easy to adjust the density of each carrier to an 
optimum level for occurrence of agglutination reaction of the carriers 
having immobilized antibodies. In (I), the carrier body before the 
application of the coating of the calcium phosphate 

compound or the carrier after the manufacturing can be colored with a 
coloring matter such as pigment or dye, and use of such a colored carrier 
increases visibility of (I). (I) has a dense coating layer, that is the 
outer surface of (I) and is formed into a considerably smooth surface. In 
(I) which is obtained by covering a carrier body with a calcium 
phosphate compound, it is comparatively easy to obtain such a 
smooth outer surface. 
Dwg. 0/1 

FS CPI 

FA AB; DCN 

MC CPI: B04-B04C; B04-G01; B05-B02A3; B11-C07A; B12-K04A4; D05-H09; D05-H10 

TECH UPTX: 20021010 

TECHNOLOGY FOCUS - BIOTECHNOLOGY - Preferred Carrier: (I) carries 
antiligands and each Ag or Ab has a ligand bonded to it, in which each Ag 
or Ab is immobilized to the carrier through the ligand and the antiligand, 
where the Abs are immunoglobulin G (IgG) . Each antiligand is carried by 
the surface of the carrier by adsorption. Each Ab has a constant region, 
and the ligand is bonded to the constant region of the Ab. The coating of 
the protein is made by adsorption of the carrier to the part of the 
portion of the surface, where the protein is casein. The Ags or Abs are 
stabilized by treating the carrier with a stabilizing agent or with a 
cross-linking agent which cross-links the Ags or Abs and the ligands 
and/or antiligands, where the cross-linking agent is a bivalent 
cross-linking agent. A portion of the carrier which is in the vicinity of 
the surface is formed into a dense structure. The carrier includes a 
carrier body having a surface, and a coating made of a calcium 
phosphate based compound is provided on the surface of the carrier 
body. The carrier is provided by colliding porous particles of the 
calcium phosphate based compound to the carrier body. 

The porous particles are produced by agglutination bonding of primary 
particles of the calcium phosphate based compound. 

Preferred Method: In (M) , the immobilizing step comprises carrying 
antiligands on the surface of the carrier, and contacting Ags or Abs to 
which ligands having affinity to the antiligands are bonded, to the 
carrier . 

ABEX UPTX: 20021010 

EXAMPLE - Manufacture of carrier having immobilized antibodies was as 

follows: Prior to immobilization of antibodies to a carrier, the carrier 

was prepared. First, 50 g of nylon beads and 10 g of 

hydroxyapatite particles were prepared. These nylon beads and 

hydroxyapatite particles were introduced into NARA hybridization 

system and the machine was operated. As a result, nylon beads each having 

a surface coated with hydroxyapatite were obtained. The obtained 

complex particle had an average particle size of 5.8 microm and density of 

1.13 g/cm3. In addition, the average thickness of the coating layer made 
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of hydroxyapatite of such complex particles was 0.4 5 microm. 1 
ml of 0.1 mg/ml avidin solution was added to 10 mg of the complex 
particles obtained. The mixture was mixed at a room temperature for 60 
minutes and centrifuged, and the obtained complex particles were rinsed. 
Next, 1 ml of 4 mg/ml casein solution (which was concentrated such that 
its casein concentration was approximately 4 mg/ml) was added to the 
complex particles obtained. Then, the complex particles and the casein 
were reacted together at a temperature of 37degreesC for 60 minutes and 
they were centrifuged to remove the excess casein. The obtained complex 
particles were rinsed. 1 ml of 0.01 mg/ml biotin-labeled (conjugated) 
anti-human immunoglobulin (Ig)G antibody (goat serum) solution was added 
to the complex particles obtained. This mixture was mixed at a room 
temperature for 60 minutes and centrifuged to remove the excess antibody, 
and the obtained complex' particles were rinsed. Next, 1 ml of 1 mg/ml 
glutaraldehyde solution was added to the complex particles obtained. Then, 
the complex particles and the glutaraldehyde (bivalent cross-linking 
agent) were reacted together at a temperature of 37degreesC for 30 minutes 
and centrifuged to removed the excess glutaraldehyde. The obtained complex 
particles were then rinsed. Next, 1 ml of 4 mg/ml casein solution was 
added to the complex particles obtained. And then, this mixture was left 
at a temperature of 37degreesC for 60 minutes and centrifuged to removed 
the supernatant. As a result, carriers each having immobilized antibodies 
were obtained, in which anti-human IgG antibodies were immobilized to the 
surface of each nylon bead' coated with hydroxyapatite through 
avidin and biotin. 
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TI Manufacture of calcium phosphate nanoclusters for 

nutritional products, involves preparing nanocluster forming solution by 
mixing non-nanocluster forming solutions containing components which form 
nanocluster . 

DC B06 D13 E33 

IN HOLT, C 

PA (HANN-N) HANNAH RES INST; (HOLT- I) HOLT C 
CYC 94 

PI WO 2001044106 Al 20010621 (200153)* EN 40p C01B025-32 
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GB 2359305 A 20010822, (200156) C07K014-47 
AU 2001021990 A 20010625 (200162) C01B025-32 
US 2003049808 Al 20030313 (200321) C12P003-00 
GB 2359305 B 20030604 (200345) C07K014-47 
ADT WO 2001044106 Al 2000-GB4 8 27 20001215; GB 2359305 A GB 2000-30634 
200"0T2T57 — AU~2"0'0T021990 A AU 2"0"01-21990 20001215; US 2003049808 Al WO 
2000-GB4827 20001215, US 2002-149206 20020904; GB 2359305 B GB 2000-30634 
20001215 

FDT AU 2001021990 A Based on WO 200144106 

PRAI GB 1999-29919 19991217 

IC ICM C01B025-32; C07K014-47; C12P003-00 

ICS A61K038-00; A61P019-00; B29B009-00; C07K017-14 
AB WO 200144106 A UPAB: 20010919 

NOVELTY - Manufacture of calcium phosphate. 

nanoclusters involves preparing nanocluster forming solution of 
appropriate pH having predetermined concentration of calcium 
ions, phosphate ions and multiply phosphorylated phosphopeptide 
molecules, by mixing two non-nanocluster forming solution containing 
components which form nanocluster solution on mixing. 
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DETAILED DESCRIPTION - INDEPENDENT CLAIMS are also included for the 
following: 

(1) Calcium phosphate nanoclusters in which each 
nanocluster comprises calcium, phosphate and multiply 

phosphorylated phosphopeptide molecules, provided that no more than 80 % 
of phosphopeptide molecules are beta -casein 4P(fl-25) and no more than 80 
% of phosphopeptide molecules are beta -casein 5P(fl-42); 

(2) Calcium containing food or beverage, which comprises 
nanoclusters; and 

(3) Pharmaceutical compositions, which comprise nanoclusters, 
pharmaceutically acceptable carrier and essential trace elements. 

USE - The calcium phosphate nanocluster is used 
in calcium containing food or beverage, and pharmaceutical compositions 
used for inhibiting or preventing tooth demineralization, treating or 
preventing pathological calcification and solubilizing mixture of 
essential trace elements such as calcium, magnesium, iron, manganese, 
iodine and zinc (all claimed) . The calcium phosphate 
nanocluster is used in nutritional products, neutraceuticals, 
pharmacological preparations, pathological classification, and dental care 
products such as mouth washes and toothpastes. 

ADVANTAGE - The calcium phosphate nanocluster 
contains heat-sterilizable calcium in high concentration. The nanoclusters 
inhibits or prevents demineralization of teeth and inhibits classification 
of dental plaque. The calcification of medical prostheses such as urinary 
catheters and heart valves is prevented. 
Dwg.0/1 

FS CPI 

FA AB; DCN 

MC CPI: B04-C01; B05-A01B; B05-B02A; B14-E11; B14-N06; D03-H01T2; D08-A05; 
E31-K05C 

TECH UPTX: 20010919 

TECHNOLOGY FOCUS - ORGANIC CHEMISTRY - Preferred Phosphopeptide: The 
phosphopeptide molecule contains few or no hydrophobic regions. The 
phosphopeptide molecules is a mixture of phosphopeptide molecule, or 
derived from enzymatic digest of crude casein preparation. The . 
phosphopeptide molecule contains 1 or more centers of phosphorylation. The 
■center of phosphorylation has at least 3 phsophorylated residues closed 
together in multiple phosphorylated peptide, in a series of 6 consecutive 
residues in the primary structure of phosphopeptide molecule. 
Preferred Property: The thermodynamic activities of calcium 
phosphate ions in solution formed from two solutions combined are 
large enough to exceed solubility product type relationship, such as found 
in milk: KS= (Ca2+) ( P043- ) 0 . 2 (HP042- ) 0 . 7 , where KS=1 . 6asteriskl0-7-10- • 
6M1.9, the curly brackets denote activity, or KS= (Ca2+) 1 (HP042-) 0 . 3 ( P043- 
)0.467 or KS=8 . 671 (0-. 600) 10-9M1. 767 . The particles are thermodynamically 
stable at pH of 6-7.2. 

Preferred Nanocluster: The nanocluster has different types of 
phosphopeptide molecules. The nanocluster comprises 10-200 empirical 
formula units. The nanocluster forming solution is defined by (Cat)/(PP)at 
most3, (Pi,t) = 0. 875+/-0. 125, ( PP) -1 . 67+/-0 . 25 , where (PP) is 
concentration of phosphopeptide in g/1, (Pi,t) is total millimolar 
concentration of inorganic phosphate and (Cat) is total millimolar calcium 
concentration. The nanoclusters are formed from the solution containing 
1-25 beta casein phosphopeptide residues of formula (Ca8 . 47 (HP042- 
) 1 . 95 (P043-) 4 . 55 (H20) 24 . 7) (Ca4 . 7SerP4-Casein) , where SerP4-Casein is 
phosphopeptide. The nanocluster has empirical formula of 
(Ca(HPO42-)0.4-l(PO43-)0-0.3(H2O)X)5-15 (Ca2-5SerPy-peptide) , where y at 
least3 and sum of charges of the ions within both square brackets is 
approximately zero and Ca2-5SerPy-peptide is calcium salt of multiply 
phsophorylated phosphopeptide molecule. The nanocluster forming solution 
does not contain magnesium and significant (greater than 0.1 mM) amounts 
of further calcium chelating agents. If the chelating agent, such as 
citrate, is included there must be an equimolar increase in the amount of 
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calcium allowed in the formulation. The nanocluster does not contains 
citrate and magnesium. The nanocluster includes dispersing agent and 
preservative. The nanocluster solution is sterilized, and dried or 
f reeze-dried. 

Preferred Carrier: The pharmaceutically acceptable carrier is ion 
permeable matrix, preferably gel which is casein based gel. 
ABEX UPTX: 20010919 

EXAMPLE - 6 g of NaCPP commercial phosphopeptide was dissolved in 20 ml of 
deionized water and stirred until the powder was dissolved. 1 ml of sodium 
nitride, 5 ml of sodium chloride, mixture of pre-mixed 12 ml of dihydrogen 
sodium phosphate (NaH2P04) and 13 ml of sodium phosphate (Na3P04), and 45 
ml of calcium chloride (CaC12) , were sequentially and slowly added using 
micropipette and stirred for 30 minutes. The nanocluster solution was 
prepared. 10 ml of solution was freeze dried and reconstituted in a 
suitable volume of water to achieve the desired concentration, for e.g. 
0.9 ml to give 1 M solution. The nanocluster with very high calcium 
concentration was obtained, by isolating freeze-dried nanoclusters and 
reconstituting them. The nanocluster has calcium concentration of 200 mM. 
The method was inexpensive and had favorable potential for the highest 
calcium concentrations. The nanocluster particles made with NaCPP were 
stabilized by broad mixture of phosphopeptides . 
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AN 2001-445840 [48] WPIX 

DNN N2001-329620 DNC C2001-135269 

TI Coating support containing calcium phosphate by 

protein having metal ion comprises adding chelating agent to protein 
solution which removes metal ion and adsorbing protein to support. 
DC B04 D16 S03 

PA (ASAO) AS AH I OPTICAL CO LTD 

CYC 1 

PI JP 2001133459 A 20010518 (200148)* 7p G01N033-543 <— 

ADT JP 2001133459 A JP 1999-315930 19991105 
PRAI JP 1999-315930 19991105 
IC ICM G01N033-543 

ICS G01N033-551 
AB JP2001133459 A UPAB: 20010829 

NOVELTY - Coating a support having a calcium phosphate 

surface with a protein having a metal ion, comprising adding a chelating 
agent like ethylenediamine tetraacetatic acid to a protein solution and 
removing metal ion by removing the chelating agent by gel filtration 
chromatography,, where the protein is adsorbed to the support, is new. 

USE - For coating a support {calcium phosphate) 
with an antigen for binding with an antibody. 

ADVANTAGE - The support binds only target specific antibodies. 
Dwg.0/2 

FS CPI EPI 

FA AB; DCN 

MC CPI: B04-B04C; B11-C07A6; B11-C08D2; D05-H10; D05-H11 
EPI : S03-E14H4 
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AN 2000-543460 [4 9] WPIX 

CR 2002-589132 [63]; 2003-165569 [16] 

DNC C2000-161715 

TI Particle comprising calcium phosphate having a 

diameter between 300-4000 nm and a spherical shape with a smooth surface, 
useful as a carrier for b iolo g ically active groups , as adjuvants for 
vaccines and as controlled release matrices. 

DC A96 B04 B07 D16 

IN BELL, S J D; HE, Q; MORCOL, T; WAGNER^ BART AK, C; MORCO, T 

PA (BIOS-N) BIOSANTE PHARM INC; (BELL-I) BELL S J D; (HEQQ-I) HE Q; (MORC-I) 
MORCO T 
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AU 2000027531 A 20000825 (200059) C01B025-32 
EP 1150918 A2 20011107 (200168) EN ' C01B025-32 

R: AL AT BE CH CY DE DK ES FI FR GB GR IE IT LI LT LU LV MC MK NL PT 
RO SE SI 

US 2001048925 Al 20011206 (200203) A61K048-00 
US 6355271 Bl 20020312 (200221) A61K009-14 
ADT WO 2000046147 A2 WO 2000-US2742 20000203; AU 2000027531 A AU 2000-27531 

20000203; EP 1150918 A2 EP 2000-905941 20000203, WO 2000-US2742 20000203; 
US 2001048925 Al Provisional US 1999-118355P 19990203, Provisional US 

1999- 118356P 19990203, Provisional US 1999-118364P 19990203, Div ex US 

2000- 496771 20000203, US 2001-794576 20010227; US 6355271 Bl Provisional 
US 1999-118355P 19990203, Provisional US 1999-118356P 19990203, 
Provisional US 1999-118364P 19990203, US 2000-496771 20000203 

FDT AU 2000027531 A Based on WO 200046147; EP 1150918 A2 Based on WO 200046147 
PRAI US 1999-118364P 19990203; US 1999-118355P 19990203; US 1999-118356P 

19990203; US 2000-496771 20000203; US 2001-794576 20010227 
IC ICM A61K009-14; A61K048-00; C01B025-32 

ICS A61K009-12; A61K009-51; A61K038-28; A61K039-00; A61K039-245; 
A61K039-395; A61K039-40 
AB WO 20004 6147 A UPAB: 20030307 

NOVELTY - A particle (I) comprising calcium phosphate 

having a diameter between 300 and 4000 nm and a spherical shape with a 
smooth surface, is new. 

DETAILED DESCRIPTION - INDEPENDENT CLAIMS are also included for the 
following: 

(1) a particle comprising (I), a surface modifying agent comprising 
polyethylene glycol coating the particle and human insulin bonded to the 
polyethylene glycol; 

(2) a vaccine composition comprising: 
(a) (I); 

(b) a killed, attenuated, or live vaccine, or a decoy virus, or a 
particle coated with antigenic material; and 
(c) a carrier; 

(3) a vaccine composition as in (1) except without part (b) ; 

(4) a method (Ml) for preparing (I) comprising reacting a soluble 
calcium salt with a soluble phosphate salt; 

(5) a method (M2) for preparing (I) coated with a surface modifying 
agent comprising adding a surface modifying agent to a suspension of 
calcium phosphate particles; 

(6) a method (M3) for adjuvanting a vaccine comprising administering 
(I) in conjunction with a killed, attenuated or live vaccine, or a decoy 
virus, to a patient; 

(7) a method (M4) for adjuvanting a vaccine comprising administering 
(I) in conjunction with (I) having an antigenic material coating; 

(8) a method (M5) for providing a controlled release of antigenic 
material comprising administering (I); 

(9) a method (M6) for providing a controlled release of natural 
immunoenhancing factor comprising administering (I) ; 

(10) a method (M7) for vaccinating a patient comprising administering 
(I) coated with a polynucleotide; and 

(11) a method (M8) for delivering an inhalable, aerosolizable 
therapeutic composition comprising administering (I) coated with a protein 
or peptide. 

ACTIVITY - Antiviral; antidiabetic. 
No relevant biological data. 
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MECHANISM OF ACTION - Vaccine; gene therapy. 

USE - (I) is useful as a carrier for biologically active groups, as 
adjuvants for vaccines and as controlled release matrices. (I) is 
particularly .useful as a support or matrice for sustained release of 
polynucleotide material encoding immunogenic peptides (i.e. polynucleotide 
vaccines), or for carrying insulin for treatment of diabetes. (I) is also 
useful as part of an aerosol delivery system that effectively provides 
consistent, reliable, therapeutic blood levels of protein or peptide 
therapeutic agents. 

ADVANTAGE - (I) enhances the immune response to the antigenic 
proteins produced by the cells that take up and express the DNA or RNA 
that was bound to (I), further multiplying the protective effect of the 
vaccine. The size of (I) allows them to migrate through the body as the 
calcium phosphate gradually degrades, thus transporting 

the DNA/RNA to different tissues in the body, and enlisting large numbers 

of different tissues at different locations in the production of antigenic 

proteins. 

Dwg.0/15 
FS CPI 
FA AB; DCN 

MC CPI: A12-V01; B04-B03C; B04-B04C2; B04-C01; B04-C02; B04-C03C; B04-E03; 

B04-E06; B04-E08; B04-F0100E; B04-F11; B04-H02B; B04-H02N; B04-H04C; 
B04-J03A; B04-N03; B04-N04; B05-B02A3; B12-M01; B12-M10A; B14-S03; 
B14-S04; B14-S11; D05-H07; D05-H12A; D05-H12D2; D05-H12E; D05-H14; 
D05-H17A 

TECH UPTX: 20001006 

TECHNOLOGY FOCUS - BIOTECHNOLOGY - Preferred Particle: The diameter of (I) 
is between 300-1000 ran. 

(I) further comprises an antigenic material, natural immunoenhancing 
agent, polynucleotide, protein or peptide, and/or a surface modifying 
agent coating and/or impregnating the particle. 
The surface modifying agent comprises a basic or modified sugar, 
preferably cellobiose. The surface modifying agent comprises an 
oligonucleotide, a carbohydrate, a carbohydrate derivative, or other 
macromolecule with carbohydrate-like components characterized by the 
abundance of -OH groups. The surface modifying agent comprises 
polyethylene glycol. 

The antigenic material comprises one or more immunogenic portions of a 
protein coat, protein core, or functional proteins and peptides of a 
virus . 

The virus is selected from Epstein-Barr virus (EBV) , human 
immunodeficiency virus (HIV) , human papilloma virus (HPV) , herpes simplex 
virus (HSV) , pox virus, and influenza virus. The microbial antigenic 
material comprises one or more immunogenic proteins obtained from 
bacteria. 

The bacteria is selected from Tuberculosis (TB) , Staphylococcus, 
Streptococcus, Clostridium, Pseudomonas, and coliform bacteria. The 
microbial antigenic material comprises one or more immunogenic proteins 
obtained from fungi. The fungus is Saccharomyces . The fungus belongs to 
the species Candida. The natural immunoenhancing factor is an interleukin, 
preferably interleukin 2 or 12; The polynucleotide material is a DNA or 
RNA sequence that encodes one or more epitopes of one or more immunogenic 
polypeptides. The polynucleotide material is DNA or RNA sequences encoding 
one or more epitopes of immunogenic polypeptides presented by virii or 
cells causing influenza, malaria, colon cancer, hepatitis B, human 
immunodeficiency virus (HIV), simian immunodeficiency virus (SIV), 
cutaneous T cell lymphoma, herpes simplex, tick born encephalitis, rabies, 
rotavirus, tuberculosis, Epstein-Barr virus (EBV), human papilloma virus,- 
and hepatomavirus . The DNA or RNA sequences are antisense fragments. The 
polynucleotide material comprises DNA that is inserted into a plasmid 
vector selected from pcDNA3 ( Invitrogen) , pel (Promega) and PBR23 1. The 
plasmid vector expresses cytomegalovirus (CMV) intermediate-early 
promoter. The plasmid vector expresses bovine growth hormone 
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polyadenylation sequence. The DNA is fused with other DNA sequences in the 
form of plasmid vector or naked DNA. The other DNA sequences comprise one 
or more sequences selected from human tissue plasminogen activator leader 
peptide, bacterial DNA and genes, naked DNA, or portions coding for 
cytokines or interleukins . The cytokine is granulocyte-macrophage colony 
stimulating factor (GM-CSF) . The therapeutic protein or peptide comprises 
a hormone, preferably human insulin. 

Preferred Method: The soluble calcium salt comprises calcium chloride and 
the soluble phosphate salt comprises sodium phosphate. The reacting 
comprises mixing an aqueous solution of calcium chloride with an aqueous 
solution of sodium citrate, adding an aqueous solution and a sodium 
phosphate to the mixture and stirring the solution until particles of the 
desired size and comprising calcium phosphate are 

obtained. The concentrations of each of the aqueous calcium chloride, the 
aqueous sodium citrate, and the aqueous sodium phosphate solutions are 
between 5 mM and about 100 mM. 

In M2 the surface modifying agent and suspension of calcium 
phosphate particles are present in a ratio of 1:20 by volume. M2 
.further comprises contacting the coated particles with a solution of 
antigenic material, immunoenhancing factor, protein or peptide, or 
polynucleotide . 

In M7 the polynucleotide material is taken up and expressed by cells and 
translated to produce one or more immunogenic polypeptides that can be 
recognized by the immune system in a manner similar to the manner in which 
the polynucleotide material would be recognized if it had been vaccinated 
conventionally. The composition contains 0.5 to about 500 micrograms of 
polynucleotide material. The composition is administered in a dose from 
about 

0.1 ml to about 2 ml. 

In M8 administering comprises introducing the composition into the 
patient's lungs. The particles are dried. The particles are in solution or 
are combined with a carrier or other excipient. The particles comprise a 
coating of polyethylene glycol and human insulin and are administered to a 
diabetic patient. The aerosol is administered in a dose from about 50 
micro 1 to 2 ml. The diameter of the particle is between 300-2000 nm. 
ABEX UPTX: 20001006 

ADMINISTRATION - (I) may be administered via various routes such as 
intravenous, subcutaneous and intramuscular. Polynucleotide vaccines are 
administered at a dose of 1 to ml of vaccine containing 0.5 to 500 micro g 
of DNA or RNA material . 

EXAMPLE - A 12.5 mM solution of CaC12 was prepared by mixing 1.8378 g of 
CaC12 into 800 ml of sterile GDP (not defined) water under aseptic 
conditions until completely dissolved , and the solution diluted to 1 L 
and filtered . A 15.625 mM solution of sodium citrate was prepared by 
dissolving 0.919 g of sodium citrate into 200 ml of sterile GDP water with 
mixing using aseptic techniques and filtered. All solutions were stored at 
room temperature. The calcium chloride solution was combined with the 
sodium citrate solution and mixed. Subsequently, the sodium phosphate 
solution was added with mixing. Turbidity appeared immediately as 
particles began to form. The suspension was allowed to mix for several 
minutes and was sampled for endotoxin testing, using aseptic technique. 
Mixing was continued for 48 hours under a laminar flow hood. Following 
mixing, the particles were sonicated on a high power setting for 30 
minutes at room temperature, tested for endotoxin concentration and pH and 
characterized as to particle size with a Coulter N4Plus Submicron Particle 
Sizer. Following preparation, particles were allowed to equilibrate for 
seven days before use. 

ANSWER 5 OF 13 WPIX COPYRIGHT 2003 THOMSON DERWENT on STN 
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TI Formation of coating on surface of medical device to prevent adverse 

biological reactions e.g. inflammation and thrombosis and increase device 
lifetime. 

DC All A35 A96 B04 B07 D16 D22 P34 

IN KEOGH, J R 

PA (MEDT) MEDTRONIC INC 

CYC 19 

PI WO 9933499 A2 19990708 (199938)* EN 25p A61L027-00 

RW: AT BE CH CY DE DK ES FI FR GB GR IE IT LU MC NL PT SE 

US 5945319 A 19990831 (199942) C12N011-00 

US 6017741 A 20000125 (200012) C12N011-00 
ADT WO 9933499 A2 WO 1998-US27825 19981230; US 5945319 A CIP of US 1996-635187 

19960425, US 1997-1994 19971231; US 6017741 A Cont of US 1997-1994 

19971231, US 1999-257542 19990224 
FDT US 5945319 A CIP of US 5821343; US 6017741 A Cont of US 5945319 
PRAI US 1997-1994 19971231; US 1996-635187 19960425; US 1999-257542 

19990224 

IC ICM A61L027-00; C12N011-00 

ICS A61K038-43; C07K001-00; G01N033-543 

AB WO 9933499 A UPAB: 20030124 

NOVELTY - The method for forming a coating on a surface of a medical 
device, the coating imparting improved biocompatibility characteristics to 
the surface, the surface being suitable for contacting tissue, blood, and 
other bodily fluids in or temporarily removed from a living mammalian 
subject 

DETAILED DESCRIPTION - A new method for forming a coating on a 
surface of a medical device, the coating imparting improved 
biocompatibility characteristics to the surface (suitable for contacting 
tissue, blood, and other bodily fluids in or temporarily removed from a 
living mammalian subject) comprising: 

(a) combining a periodate with a biomolecule, especially comprising a 
2-aminoalcohol moiety, the periodate oxidizing the 2-aminoalcohol moiety 
to form an aldehyde-functional material; 

(b) providing the medical device, having a suitable biomaterial 
forming surface, an amine moiety being disposed on the surface; 

(c) combining the aldehyde-functional material with the amine moiety 
to bond the aldehyde-functional material to the amine moiety to form an 
imine moiety; and 

(d) reacting the imine moiety with a reducing agent to form an amine 
linkage, therefore immobilizing the biomolecule on the surface, to form 
the coating. 

USE - The method is useful for covalently attaching a biomolecule to 
a substrate surface, especially for immobilizing a biomaterial on the 
surface of a medical device, especially a blood oxygenator, a blood pump, 
tubing for carrying blood, an endoprosthesis medical device, a vascular 
graft, a stent, a pacemaker lead, a heart valve, temporary intravascular 
medical device, a catheter and a guide wire (all claimed) , tubular, sheet, 
rod and articles of proper shape for use in a number of medical devices 
e.g. vascular grafts, aortic grafts, arterial, venous, or vascular tubing, 
vascular stents, dialysis membranes, tubing or connectors, blood 
oxygenator tubing or membranes, ultrafiltration membranes, intra-aortic 
■ balloons, blood bags, catheters, sutures, soft or hard tissue prostheses, 
synthetic prostheses, prosthetic heart valves, tissue adhesives, cardiac 
pacemaker leads, artificial organs, endotracheal tubes, lenses for eyes 
e.g. contact or intraocular lenses, blood handling equipment, apheresis 
equipment, diagnostic and monitoring, catheters and sensors, biosensors, 
dental devices, drug delivery systems, or bodily implants of any kind. 

ADVANTAGE - The improved method is useful for developing surfaces 
that are less prone to promote the adverse biological reactions e.g. 
inflammation and' thrombosis, therefore prolonging the useful lifetime of 
many medical devices . 
Dwg. 0/0 
FS CPI GMPI 
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FA AB; DCN 

MC CPI: A10-E01; A11-C04D; A12-V02; A12-V03B; B04-C03; B04-E01; B04-N04; 
B11-C04; D05-A01; D05-H10; D09-C 

TECH UPTX: 19990922 

TECHNOLOGY FOCUS - PHARMACEUTICALS - Preferred Method: The device is 
selected from a blood contacting medical device, a tissue-contacting 
medical device, a bodily fluid-contacting medical device, an implantable 
medical device, an extracorporeal medical device, a blood oxygenator, a 
blood pump, tubing for carrying blood, an endoprosthesis medical device, a 
vascular graft, a stent, a pacemaker lead, a heart valve, temporary 
intravascular medical device, a catheter and a guide wire. 
The biomolecle is selected from an anticoagulant, an antithrombotic, a 
clotting agent, a platelet agent, an anti inflammatory, an antibody, an 
immunoglobulin, a defense agent, an enzyme, a hormone, a growth factor, a 
neurotransmitter, a cytokine, a globular protein, a blood agent, a 
regulatory agent, a transport agent, a fibrous agent, a structural 
protein, a membrane protein, a cell attachment protein, a structural 
peptide, a membrane peptide, a cell attachment peptide, a proteoglycan, a 
toxin, an antibiotic, antibacterial agent, antimicrobial agent, catalyst, 
drug, vitamin, antibody, antigen, protein, peptide, DNA segment, RNA 
segment, dye and a ligand. 

The biomolecule is a naturally occurring biomolecule or a chemically 
synthesized biomolecule, comprising an amino acid residue, especially 
comprising a 2-aminoalcohol moiety. The amino acid residue is selected 
from a N-terminal serine, a N-terminal threonine and/or a 5-hydroxylysine . 
The biomolecule is selected from a group comprising peptide and/or a 
protein (especially an anticoagulant peptide/protein, an antithrombotic 
peptide/protein, a clotting peptide/protein, a platelet peptide/protein, 
an antiinflammatory peptide/protein, a defense peptide/protein, an enzyme, 
a hormone, a growth factor, a neurotransmitter, a cytokine, a blood 
peptide/protein, a regulatory peptide/protein, a transport 
peptide/protein, a fibrous peptide/protein, a structural peptide/protein, 
a membrane peptide/protein, a cell attachment peptide/protein, a toxin, an 
antibiotic or a ligand) . The peptide/protein is naturally occurring or is 
a chemically synthesized peptide/protein. 

The periodate comprises at least one of periodic acid, sodium periodate, 
alkali metal periodates, and potassium periodate. The periodate is 
combined with the 2-aminoalcohol moiety in an aqueous solution having a pH 
of 4-9, at 0-50 degreesC. The oxidizing step is performed in the absence 
of light. 

The aldehyde-functional material and the amine-f unctional material are 
combined in an aqueous solution having a pH of 6-10, at 0-50 degreesC. 
The reducing agent comprises at least one of sodium borohydride, sodium 
cyanoborohydride and amine borane. The reducing agent is combined with the 
imine moiety in an aqueous solution having a pH of 6-10 at 0-50 degreesC. 
At least a portion of the surface forms at least one of a tube, a rod, a 
membrane, a balloon, a bag or a sheet. 

The surface comprises at least one of the following biocompatible 
materials, titanium, titanium alloys, tin-nickel alloys, shape memory 
alloys, aluminum oxide, platinum, platinum alloys, stainless steel, MP35N 
stainless steel, elgiloy stellite, pyrolytic carbon, silver carbon, glassy 
carbon, polymer, polyamide, polycarbonate, polyether, polyester, 
poluolefin, polyethylene, polypropylene, polystyrene, polyurethane 
polyvinyl chloride polyvinylpyrrolidone, silicone elastomer, 
f luoropolymer, polyacrylate, polyisoprene, polytetraf luoroethylene, 
rubber, ceramic, hydroxyapatite, human protein, human tissue, 
animal protein, animal tissue, bone, skin, teeth, collagen, laminin, 
elastin, fibrin, wood, cellulose, compressed carbon and/or glass. 

TECHNOLOGY FOCUS - METALLURGY - Preferred Method: The surface comprises at 
least one of the following biocompatible materials, titanium, titanium 
alloys, tin-nickel alloys, shape memory alloys, aluminum oxide, platinum, 
platinum alloys, stainless steel, MP35N stainless steel and/or elgiloy 
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stellite. 

TECHNOLOGY FOCUS - POLYMERS - Preferred Method: The surface comprises at 
least one of the following biocompatible materials, polymer, polyamide, 
polycarbonate, polyether, polyester, poluolefin, polyethylene, 
polypropylene, polystyrene, polyurethane polyvinyl chloride 
polyvinylpyrrolidone, silicone elastomer, f luoropolymer, polyacrylate, 
polyisoprene and/or polytetraf luoroethylene . 
ABEX * UPTX: 19990922 

EXAMPLE - Polystyrene 24 well tissue culture plates were ozone treated by 
placing the culture plates in an ozone reaction vessel for 30 minutes 
while oxygen, which contained ozone was flowing at a rate of 1.3 
cm3 /minute. The oxygen containing ozone was created by flowing the oxygen 
through a corona discharge apparatus, which exposed the flowing oxygen to 
an 8000 V electrical potential. Following ozone treatment, the plates were 
soaked in nitrogen purged deionized water, the plates were grafted with 
acrylamide (AAm) and N- (3-aminopropyl ) methylacrylamide (APMA) monomers 
using the CelV ion solution consisted of 2.74 g eerie ammonium nitrate and 
3.15 g nitric acid in 50 ml deionized water. The plates were allowed to 
graft for 3 hours in a 65 degreesC nitrogen purged oven. Following 
grafting, the plates were rinsed vigorously with deionized water. The 
grafted plates were then tested with Ponceau S dye. Following staining, 
the ponceau S dye was released from the surface using a 1% sodium dodecyl 
sulfate (SDS) solution and quantified spectrophotometrically at 520 nm.' 
. Sample absorbances obtained at 520 m were 0.00 for non-derivatized plates 
and 1.44 for surface derivatized plates. 

L92 ANSWER 6 OF 13 WPIX COPYRIGHT 2003 THOMSON DERWENT on STN 

AN 1998-287890 [26] WPIX 

DNN N1998-226332 DNC C1998-089265 

TI Bioactive implant material for bone replacement - comprising osteogenic 

calcium phosphate matrix coated with protein. 
DC B04 D16 D22 P34 

IN HEIDE, H; PABST, J; PAULISTA, M; POHL, J 

PA (BIOP-N) BIOPHARM GES BIOTECHNOLOGISCHEN ENTWICKL; (GERO-N) GERONTOCARE 

GMBH BIOMATERIALS & MEDICAL; (GERO-N) GERONTOCARE GMBH 
CYC 79 

PI DE 19647853 Al 19980520 (199826)* 12p A61L027-00 

WO 9821972 A2 19980528 (199827) DE A61L027-00 

RW: AT BE CH DE DK EA ES FI FR GB GH GR IE IT KE LS LU MC MW NL OA PT 
SD SE SZ UG ZW 

W: AL AM AT AU AZ BA BB BG BR BY CA CH CN CU CZ DE DK EE ES FI GB GE 
GH HU ID IL IS JP KE KG KP KR KZ LC LK LR LS LT LU LV MD MG MK MN 
MW MX NO NZ PL PT RO RU SD SE SG SI SK SL TJ TM TR TT UA UG US UZ 
VN YU ZW 

AU 9855533 A 19980610 (199843) A61L027-00 

EP 942758 A2 19990922 (199943) DE A61L027-00 

R: DE ES FR GB IT 
. JP 2001505097 W 20010417 (200128) 30p A61L027-00 

ADT DE 19647853 Al DE 1996-19647853 19961119; WO 9821972 A2 WO 1997-EP6463 

19971119; AU 9855533 A AU 1998-55533 19971119; EP 942758 A2 EP 1997-951919 

19971119, WO 1997-EP6463 19971119; JP 2001505097 W WO 1997-EP6463 

19971119, JP 1998-523215 19971119 
FDT AU 9855533 A Based on WO 9821972; EP 942758 A2 Based on WO 9821972; JP 

2001505097 W Based on WO 9821972 
PRAI DE 1996-19647853 19961119 
IC ICM A61L027-00 

ICS A61K006-00; A61K038-18; C07K014-00; C07K014-495; C07K017-14 
; C07K019-00; C12N015-09 
AB DE 19647853 A UPAB: 19980701 

Bioactive implant material for bone replacement, with cartilage and/or 

bone-forming activity, comprises an ' 1 osteoinactive ' ' protein or protein 

mixture deposited on a calcium phosphate matrix having 
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osteogenic activity. 

USE - The implant is for local treatment of cartilage and/or bone 

diseases or damage caused by trauma, surgery, degeneration or overloading. 

The implant is also for the treatment of bone defects, e.g. parodontosis 

or fractures and in cosmetic and plastic surgery for fixing mobile bones. 

Dwg. 0/2 
FS CPI GMPI 
FA AB; DCN 

MC CPI: B04-N02; B04-N03; B05-A01B; B11-C04A; B14-N01; D05-H; D09-C01D 

L92 ANSWER 7 OF 13 WPIX COPYRIGHT 2003 THOMSON DERWENT on STN 
AN 1998-021521 [03] WPIX 
CR 1995-133182 [18] 

DNN N1998-016452 DNC C1998-007999 

TI Diagnostic agent for diagnosing infectious diseases - comprises a granular 
polymer composite of dyed, calcium phosphate 

compound-coated polymeric granules and an adso rbed anti gen o r antibody. 
DC A96 B04 D16 S03 — ~ 
IN HIRAIDE, T; KITANO, T; NAKAYAMA, M; OGAWA, T 
PA (ASAO) AS AH I KOGAKU KOGYO KK 
CYC 1 i / / 

PI GB 231.4333 A 19971224 (199803)* 38p G01N033-543 <— 

~ ^G%~"2 5 3T3"3"33~ B 19980429 (199819) G01N033-543 <— 

ADT GB 2314333 A Derived from GB 1994-20131 19941005, GB 1997-20580 19941005; 
GB 2314333 B Derived from GB 1994-20131 19941005, GB 1997-20580 19941005 

PRAI JP 1993-273016 19931005; JP 1993-249506 19931005 

IC I CM G01N033-543 
ICS C07K017-14 

AB GB 2314333 A UPAB: 19980512 

Diagnostic agent (I) comprises a granular polymer composite comprising 
polymeric granules with a coated surface of a calcium 
phosphate compound, at least the granules being dyed; and an 
antigen or antibody adsorbed and immobilised on the composite, the 
unadsorbed sites if the composite body being treated with a blocking 
agent. Also claimed is production of (I) comprising adsorbing and 
immobilising an antigen or antibody on the composite and treating the 
unabsorbed sites with a blocking agent. 

USE - (I) is useful in the diagnosis of infectious diseases. 
ADVANTAGE - Calcium phosphate compounds have a 
high absorptivity for various substances including viruses, bacteria, 
animal and plant cells, proteins, enzymes and nucleic acids. Diagnosis is 
highly sensitive, reproducible and reliable. 
Dwg. 0/3 

FS CPI EPI 

FA AB; DCN 

MC CPI: A12-V03C2; B04-B04C; B04-B04D2; B04-C03B; B04-E01; B04-F02; B04-F08; 

B04-F10; B04-F11; B04-G01; B04-L01; B04-N02; B04-N04; B05-A01B; 

B05-B01B; B05-B02A3; B06-D02; B10-D01; B11-C07A2; B11-C07A6; 

B12-K04A4; D05-H04; D05-H06; D05-H09 
EPI: S03-E14H4 
ABEQ GB 2314333 B UPAB: 19980512 

Diagnostic agent (I) comprises a granular polymer composite comprising 
polymeric granules with a coated surface of a calcium 
phosphate compound, at least the granules being dyed; and an 
antigen or antibody adsorbed and immobilised on the composite, the 
unadsorbed sites if the composite body being treated with a .blocking 
agent. Also claimed is production of (I) comprising adsorbing and 
immobilising an antigen or antibody on the composite and treating the 
unabsorbed sites with a blocking agent. 

USE - (I) is useful in the diagnosis of infectious diseases. 

ADVANTAGE - Calcium phosphate compounds have a 
high absorptivity for various substances including viruses, bacteria, 
animal and plant cells, proteins, enzymes and nucleic acids. Diagnosis is 
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highly sensitive, reproducible and reliable. 
Dwg. 0/0 

L92 ANSWER 8 OF 13 WPIX COPYRIGHT 2003 THOMSON DERWENT on STN 
AN 1997-261911 [24] WPIX 
DNC C1997-084776 

TI Determination of antigen or antibody on a test element - comprises 

contacting the element with a solution containing an antibody or antigen 
reactive with the immobilise'd 'antibody - or" antigen, bonding a labelling 
compound etc . . 

DC B04 D16 

IN HIRAIDE, T; MITOH, A 

PA (ASAO) AS AH I KOGAKU KOGYO KK; (ASAO) 
AS AH I OPTICAL CO LTD 

CYC 4 



GB 


230755Z. 


A 


19970528 


(199724) * 


2 6p 


G01N033- 


551 


< — 


DE 


19 r 648304 


Al 


19970522 


(199726) 


6p 


G01N033- 


53 


< — 


JP 


09145713 


A 


19970606 


(199733) 


5p 


G01N033- 


•545 


< — 


GB 


2307552 


B 


20000223 


(200013) 




G01N033- 


551 


< — 


US 


6040196 


A 


20000321 


(200021) 




G01N033- 


543 


< — 



ADT GB 2307552 A GB 1996-24199 19961121; DE 19648304 Al DE 1996-19648304 
19961121; JP 09145713 A JP 1995-302697 19951121; GB 2307552 B GB 
1996-24199 19961121; US 6040196 A US 1996-754647 19961121 

PRAI JP 1995-302697 19951121 

IC ICM G01N033-53; G01N033-543; G01N033-545; 
G01N033-551 

ICS A61L005-103; G01N021-00 

AB GB 2307552 A UPAB: 19970709 

Determination of immobilised antigen (Ag) or antibody (Ab) comprises: (a) 
contacting a testing element (I), having Ab or Ag immobilised on a 
carrier, with a solution containing an Ab or Ag reactive with the 
immobilised Ag or Ab; (b) specifically bonding a labelling compound (II) 
to the reactive Ab or Ag to cause a colour developing reaction of (II); 
and (c) determining the amount of Ag or Ab immobilised on (I) as a 
function of the level of colour produced. 

USE - The method can be used in the diagnosis of a variety of 
infectious diseases based on Ag-Ab reaction. 

ADVANTAGE - The method provides a stable, quantitative and sensitive 
(degree of dilution up to 16000 in examples) determination of the amount 
of immobilised Ab or Ag. 
Dwg. 0/0 

FS CPI 

FA AB; DCN 

MC CPI: B11-C09A2; B12-K04A; D05-A02A; D05-A02C; D05-H09; B04-B04C; B04-G01; 

B04-L03; B04-L05A; B05-B02A3; B11-C07A2; B12-K04; D05-A01A4; D05-A01B 
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AN 1997-238796 [22] WPIX 

DNN N1997-197269 DNC C1997-076793 

TI Detection sheet, kit and method for antigens or antibodies - comprises a 
calcium phosphate particle-supporting fibrous aggregate 
and avidin or streptavidin. 

DC B04 D16 J04 S03 

IN HIRAIDE, T; KITANO, T; MITOH, A; NAKAYAMA, M; OGAWA, T 
PA (ASAO) AS AH I KOGAKU KOGYO KK; (KITA-I) KITANO T; 

(NAKA-I) NAKAYAMA M; (ASAO) AS AH I OPTICAL CO LTD 

CYC 4 
PI 



GB 


2307041 


A 


19970514 


(199722)* 


26p 


G01N033- 


551 


< — 


DE 


19646177 


Al 


19970515 


(199725) 


7p 


G01N033- 


543 


< — 


JP 


09133683 


A 


19970520 


(199730) 


5p 


G01N033- 


551 


< — 


US 


5827669 


A 


19981027 


(199850) 




G01N033- 


551 


< — 


GB 


2307041 


B 


19991201 


(199953) 




G01N033- 


551 


< — 


DE 


19646177 


C2 


20010913 


(200152) 




G01N033- 


543 


< — 
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JP 3300583 B2 20020708 (200247) 4p G01N033-543 <— 

ADT GB 2307041 A GB 1996-23531 19961111; DE 19646177 Al DE 1996-1964 6177 

19961108; JP 09133683 A JP 1995-293011 19951110; US 5827669 A US 

1996-746485 19961112; GB 2307041 B GB 1996-23531 19961111; DE 19646177 C2 

DE 1996-19646177 19961108; JP 330.0583 B2 JP 1995-293011 19951110 
FDT JP 3300583 B2 Previous Publ . JP 09133683 
PRAI JP 1995-293011 19951110 
IC ICM G01N033-543; G01N033-551 

ICS G01N033-53; G01N033-547 
AB GB 2307041 A UPAB: 19970530 

Detection sheet (DS) for an antigen or antibody comprises: (a) a fibrous 

aggregate supporting particles of a calcium phosphate 

compound having an average particle diameter of 0.01-200 microns and a 
Ca/P ratio of about 1.0-2.0; and (b) an avidin, streptoavidin or avidin 
derivative from which carbohydrates have been extracted. 

Also claimed are: (A) a detection kit comprising: (i) the DS, in 
which the avidin, streptoavidin or avidin derivative is bonded to a 
biotinated antigen or antibody; and (ii) a solution of labelling compound 
capable of being specifically bonded with the antigen or antibody; and (B) 
a method for detecting an antigen or antibody which comprises contacting 
(i) with a test solution to bond any antigen or antibody present in the 
solution to the DS and then contacting with (ii) . 

USE - The sheet is useful for detecting antigens or antibodies in 
biological fluids such as saliva, blood, lymph and excreta. 

ADVANTAGE - The method is simple enough to be carried out by a 
non-expert. Unlike calcium phosphate alone, which is a 

poor adsorber of acidic proteins and can adsorb antibodies in unsuitable 
orientations e.g. by the Fab fragment portion, the new detection sheet is 
suitable for any antigen or antibody, including acidic proteins, and 
adsorbs antigens or antibodies in the required orientation. 
Dwg.0/3 

FS CPI EPI 

FA AB; DCN 

MC CPI: B04-B04B; B04-B04C; B04-B04D5; B04-B04G; B04-B04L; B04-C03B; B04-F11; 
B04-G01; B04-N04; B05-A01B; B06-F03; B11-C07A2; B12-K04; D05-H09; 
D05-H10; J04-B01 
EPI: S03-E14H4 

L92 ANSWER 10 OF 13 WPIX COPYRIGHT 2003 THOMSON DERWENT on STN 

AN 1996-131489 [14] WPIX 

DNN N1996-110522 DNC C1996-041037 

TI Detection sheet for antibody or antigen - has specific binding partner 
immobilise'd'bh "fibrous composite contg. calcium 

phosphate particles, provides simple, rapid, sensitive diagnosis. 
DC B04 D16 S03 

IN HIRAIDE, T; KITANO, T; MITO, A; NAKAYAMA, M; OGAWA, T 
PA (ASAO) AS AH I KOGAKU KOGYO KK; (KITA-I) KITANO T; 
(NAKA-I) NAKAYAMA M; (ASAO) AS AH I OPTICAL CO LTD 

CYC 3 



GB 


2293009 


A 


19960313 


(199614) * 


33p 


G01N033-551 


< — 


DE 


19533346 


Al 


19960314 


(199616) 


8p 


G01N033-543 


< — 


JP 


08075747 


A 


19960322 


(199622) 


6p- 


G01N033-548 


< — 


GB 


2293009 


B 


19990210 


(199909) 




G01N033-551 


< — 


JP 


3300542 


B2 


20020708 


(200247) 


5p . 


G01N033-543 


< — 


GB 


2293009 A 


GB 


1995-18440 


19950908; DE 


1953334 


6 Al DE 1995- 


■1953334 


19950908; JP 


08075747 A JP 


1994-214706 


19940908 


; GB 2293009 


B GB 



1995-18440 19950908; JP 3300542 B2 JP 1994-214706 19940908 
FDT JP 3300542 B2 Previous Publ. JP 08075747 
PRAI JP 1994-214706 19940908 

IC ICM G01N033-543; G01N033-548; G01N033-551 
ICS A61B005-00; G01N033-547 

AB GB 2293009 A UPAB: 19960405 

Sheet for detecting an antigen (Ag) or antibody (Ab) in a test medium 
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comprises a known amt. of Ab or Ag immobilised on a fibrous composite 
comprising particles of a Ca phosphate cpd.' (I) of 

average particle dia. 0.01-200 microns and. Ca: P mole ratio 1-2. Also new 
is a kit contg. this sheet and a soln. of labelling component for the 
analyte . 

USE - The method is used for diagnostic detection of Ag or Ab in 
saliva, blood, or lymph. 

ADVANTAGE - The sheet provides an assay that is simple to perform; 
very sensitive; inexpensive and able to produce results quickly. It is 
esp. useful in clinics or small hospitals that do not employ specialist 
technicians. The assay can be made quantitative. Particles of (I) have 
excellent adsorption capacity for Ab and Ag such as bacteria and viruses. 
Dwg.0/0 

FS CPI EPI 

FA AB; DCN 

MC CPI: B04-B04D5; B04-B04G; B04-F10; B04-F11; B04-G01; B05-A01B; B05-B02A3; 
B11-C07A7; B12-K04A; D05-H09 
EPI: S03-E14H4 



L92 ANSWER 11 OF 13 WPIX COPYRIGHT 2003 THOMSON DERWENT on STN 
AN 1995-133182 [18] WPIX 
CR 1998-021521 [03] 

DNN N1995-104823 DNC C1995-061231 

TI Granular polymer composites - useful for immobilisation of antigens or 

antibodies . 
DC A35 A96 B04 D16 E33 P73 S03 

IN HIRAIDE, T; KITANO, T; NAKAYAMA, M; OGAWA, T 
PA (ASAO) AS AH I KOGAKU KOGYO KK; (ASAO) 

AS AH I OPTICAL CO LTD; (KITA-I) KITANO T; (NAKA-I) NAKAYAMA M 



CYC 5 (I \ i i ' ' 



PI GB 


2282548 


A 


19950412 


(199518)* 


40p 


B01J020-28 


DE 


4435650 


Al 


19950406 


(199519) 


lOp 


C08K003-32 


JP 


07174762 


A 


19950714' 


(199537) 


6p 


G01N033-545 <- 


JP 


07194970 


A 


19950801 


(199539) 


6p 


B01J020-04 


CH 


686518 


A5 


19960415 


(199620) 




C08J007-06 


US 


5540995 


A 


19960730 


(199636) 


lOp 


B32B001-00 


GB 


2282548 


B 


19980429 


(199819) 




B01J020-28 


US 


5897953 


A 


19990427 


(199924) 




B32B005-18 


DE 


4447927 


Al 


20020110 


(200211) 




G01N033-50 <- 


ADT GB 


2282548 A 


GB 


1994-20131 


19941005; 


DE 4435650 


Al DE 1994-4435650 



19941005; JP 07174762 A JP 1994-240206 19941004; JP 07194970 A JP 
1994-264659 19941004; CH 686518 A5 CH 1994-2978 19941003; US 5540995 A US 
1994-318089 19941005; GB 2282548 B GB 1994-20131 19941005; US 5897953 A 
Div ex US 1994-318089 19941005, US 1996-621251 19960325; DE 4447927 Al Div 
ex DE 1994-4435650 19941005, DE 1994-4447927 19941005 

FDT US 5897953 A Div ex US 5540995; DE 4447927 Al Div ex DE 4435650 

PRAI JP 1993-273016 19931005; JP 1993-249506 19931005 

IC ICM B01J020-04; B01J020-28; B32B001-00; B32B005-18; C08J007-06; 
C08K003-32; G01N033-50; G01N033-545 
ICS A61K049-00; B01D015-08; B01J002-00; B01J002-10; B32B005-30; 
C08J003-20; C08K009-02; C08L101-00; C12Q001-25; G01N030-48; 
G01N033-531; G01N033-543; G01N033-68 

ICA C01B025-32; G01N033-533 

AB GB 2282548 A UPAB: 20020215 

The following are claimed: (A) granular polymer composites comprising 
polymeric granules coated with a calcium phosphate 
(CP) cpd., at least a part of the CP cpd. penetrating the polymer 
granules; and (B) a diagnostic agent comprising: (a) a granular polymer 
composite comprising a plurality of dyed polymeric granules (which have a 
coated surface of a CP cpd. ) ; and (b) an antigen or antibody adsorbed and 
immobilised on the composite, the unadsorbed sites of the composite body 
being treated with a blocking agent. 

USE - The granular composites are useful as adsorbents, deodorising 
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agents and chromatographic column fillers etc. The diagnostic agents 
(which esp. contain granular composites as described in (A) ) can 
effectively immobilise antigens (such as viruses and bacteria) or the 
antibodies of these antigens, and can thus be used for diagnosis of 
infectious diseases. 

ADVANTAGE - The diagnostic agents exhibit a high degree of 
sensitivity, reproducibility and reliability. 
Dwg. 0/3 

FS CPI EPI GMPI 

FA AB; GI 

MC CPI: A12-V03C2; B04-B04C; B04-C03; B04-G01; B04-L05; B05-A01B; B05-B02A3; 

B12-K04A; D05-H09; D05-H10; D05-H13; A12-S09; B11-C07A; B11-C08D2; 
B12-K04; B12-M11D; D.05-H11 
EPI: S03-E14H4 

ABEQ US 5540995 A UPAB: 19960913 

A diagnostic agent comprising at least one granular polymer composite 
which comprises a polymeric granule having a coating of a calcium 
phosphate compound, at least said polymeric granule of said 
composite being dyed; and said composite comprising unadsorbed sites 
treated with a blocking agent and sites where an antigen or antibody is 
adsorbed and immobilized on said composite. 
Dwg. 0/3 

ABEQ GB 2282548 B UPAB: 19980512 

The following are claimed: (A) granular polymer composites comprising 
polymeric granules coated with a calcium phosphate 
(CP) cpd., at least a part of the CP cpd. penetrating the polymer 
granules; and (B) a diagnostic agent comprising: (a) a granular polymer 
composite comprising a plurality of dyed polymeric granules (which have a 
coated surface of a CP cpd.); and (b) an antigen or antibody adsorbed and 
immobilised on the composite, the unadsorbed sites of the composite body 
being treated with a blocking agent. 

USE - The granular composites are useful as adsorbents, deodorising 
agents and chromatographic column fillers etc. The diagnostic agents 
(which esp. contain granular composites as described in (A) ) can 
effectively immobilise antigens (such as viruses and bacteria) or the 
antibodies of these antigens, and can thus be used for diagnosis of 
infectious diseases. 

ADVANTAGE - The diagnostic agents exhibit a high degree of 
sensitivity, reproducibility and reliability. 
Dwg. 0/0 

L92 ANSWER 12 OF 13 WPIX COPYRIGHT 2003 THOMSON DERWENT on STN 
AN 1992-374497 [46] WPIX 
DNC C1992-166182 

TI Preparing implants contg. growth or morphogenetic factor - by adsorption 
onto porous carrier, esp. hydroxy apatite in 
chromatographic system, esp. for inducing new bone growth. 

DC B04 D22 J01 

IN RIPAMONTI, U 

PA (SAME-N) SOUTH AFRICAN MEDICAL RES COUNCIL 
CYC 5 



PI 


DE 


4214117 


A 


19921105 (199246)* 


13p 


C07K017-14 < — 




GB 


2255907 


A 


19921125 (199248) 


24p 


A61K035-32 




FR 


2675694 


Al 


19921030 (199252) 


17p 


A61K033-42 




ZA 


9203086 


A 


19931229 (199405) 


23p 


A61B000-00 




GB 


2255907 


B 


19941214 (199502) 




A61K035-32 




US 


5443531 


A 


19950822 (199539) 


9p 


A61F002-02 




US 


5769895 


A 


19980623 (199832) 




A61F002-54 


ADT 


DE 


4214117 A 


DE 


1992-4214117 19920429; 


GB 2255907 A GB 1992-9213 19920429; 



FR 2675694 Al FR 1992-5249 19920429; ZA 9203086 A ZA 1992-3086 19920428; 
GB 2255907 B GB 1992-9213 19920429; US 5443531 A US 1992-875368 19920429; 
US 5769895 A Cont of US 1992-875368 19920429, US 1994-224338 19940407 
PRAI ZA 1991-3225 19910429 
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IC ICM A61B000-00; A61F002-02; A61F002-54; A61K033-42; A61K035-32; 
C07K017-14 

ICS A61COOO-00; A61F002-28; A61K009-26; A61K037-02; A61K037-24; 
B01D015-08; B01J000-00; C07K003-20; C07K015-06 

AB DE 4214117 A UPAB: 19931116 

A system for processing a biologically active growth factor or 
morphogenetic factor (A) comprises a porous carrier which includes an 
adsorbent having affinity for, and able to adsorb, (A) . The carrier is 
placed in a chromatorgraphy column into which (A) is introduced. 

Also new is an appts. consisting of such a column and a system for 
controlling the flow rate of (A) in the column. Pref. the carrier is 
hydroxyapatite (HPA) and the rate at which (A) is supplied to the 
column is controlled, pref. via a capillary tube connected to a storage 
vessel contg. suspended or dissolved (A) . 

USE/ ADVANTAGE - The method is eps . applied to bone morphogenetic 
protein (BMP; esp. osteogenin, i.e. BMP-3) for use in induction of new 
bone growth in primates, including humans. In particular, the carrier 
material loaded with BMP is used as an implant. These implants are 
inorganic and non-immunogenic and eliminate the need for surgical removal 
or bone. 
Dwg. 0/7 

FS CPI 

FA AB; DCN 

MC CPI: B04-B04J; B12-J08; D05-H10; D09-C01D; J01-D01A 

ABEQ GB 2255907 B UPAB: 19950117 

A method of preparing a delivery system for a biologically active growth 
or morphogenetic factor, comprising the steps of (a) selecting a structure 
suitable for implantation, said structure comprising a porous carrier 
which is composed of an adsorbent material having a specific affinity for 
the biologically active factor, (b) providing said integral structure in a 
chromatography column, and (c) introducing into the column a suitable 
fluid vehicle containing the biologically active factor so that the factor 
is adsorbed onto the structure. 

ABEQ US 5443531 A UPAB: 19951004 

Delivery system for biologically-active growth or morphogenic factor is 
prepd. using a porous adsorbent carrier in a chromatography column having 
. specific affinity for the factor. 

Process comprises (a) dissolving or suspending the factor in a 
vehicle; (b) introducing this into the column above the carrier; (c) 
contactor then so that factor is adsorbed; (d) collecting the non-adsorbed 
fraction in the vehicle below the carrier; (e) analysing the on-adsorbed 
fraction to determine the saturation state of the carrier; and (f) 
returning non-adsorbed fraction to the column until saturation is reached. 

USE - For inducing formation of new bone in primates. 
Dwg. 1/7 

L92 ANSWER 13 OF 13 WPIX COPYRIGHT 2003 THOMSON DERWENT on STN 

AN 1988-209844 [30] WPIX 

DNN N1988-159912 DNC C1988-093790 

TI Sepn. of antibody with high purity from soln. - by treating soln. with 

chromatography columns contg. hydroxy apatite 

aggregate. 
DC B04 S03 

PA (TOFU) TOA NENRYO KOGYO KK 

CYC 1 

PI JP 63146896 A 19880618 (198830)* 9p 

JP 07074231 B2 19950809 (199536) 8p C07K001-16 

ADT JP 63146896 A JP 1986-293378 19861211; JP 07074231 B2 JP 1986-293378 
19861211 

FDT JP 07074231 B2 Based on JP 63146896- 
PRAI JP 1986-293378 19861211 

IC A61K039-39; B01D015-08; C07K003-20; G01N030-48; G01N033-53 
ICM C07K001-16 
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ICS A61K039-39; A61K039-395; B01D015-08; C01B025-32; 

C07K003-20; C07K016-00; G01N030-48; G01N033-53; 

G01N033-531 
AB JP 63146896 A UPAB: 19930923 

An antibody-contg . soln. is treated by chromatography using columns filled 
with substantially spherical hydroxyapatite particle aggregate 
which has a median of particle size from 1-10 microns and 90% or more of 
which has a particle size of 25 microns or less. 

(1) The hydroxyapatite particle aggregate preferably has 
median of particle size from 1-6 microns, more pref. 1-3 microns and 90% 
or more of the particle has a grain size of 15 microns or less, pref. 7 
microns or less. (2) The hydroxy apatite pref. belongs 

to the Hexagonal system, (3) the column is filled with 50% or more, pref. 
75% of the hydroxy apatite. (4) in the prodn. of the 

apatite, hdyroxy apatite slurry with a prescribed concentration is sprayed 
in an air current of a prescribed temp. (e.g. 100-200 deg.C to obtain 
hydroxyapatite grain, which is dried at 80-120 deg.C for 0.1-10 
hrs and then heated at 400-700 deg.C for 1-3 hrs . . 

USE /ADVANTAGE - For sepn. of antibody with high purity. 

0/0 

FS .CPI EPI 
FA AB 

MC CPI: B04-B04C6; Bll-B 

EPI: S03-E09C; S03-E14H4 



=> d all abeq tech abex tot 

L94 ANSWER 1 OF 4 WPIX COPYRIGHT 2003 THOMSON DERWENT on STN 
AN 2000-594913 [57] WPIX 
DNC C2000-177821 

TI Purification of virus or virus antigen comprises contacting the virus or 
its antigen with hydroxyapatite in the form of a solid carrier 
and washing the carrier after the virus has been absorbed. 

DC B04 D16 

IN KUROSAWA, Y; YAMAMOTO, A 

PA (ASAO) AS AH I KOGAKU KOGYO KK; (ASAO) AS AH I OPTICAL CO LTD 
CYC 4 

PI DE 10013017 Al 20000921 (200057)* 12p A61K039-385 

GB 2348886 A 20001018 (200057) C12N007-02 
FR 2791698 Al 20001006 (200059) C12N007-02 
JP 2000262280 A 20000926 (200062) lOp C12N007-04 

ADT DE 10013017 Al DE 2000-10013017 20000317; GB 2348886 A GB 2000-6716 
20000320; FR 2791698 Al FR 2000-3558 20000320; JP 2000262280 A JP 
1999-73915 19990318 

PRAI JP 1999-73915 19990318 

IC ICM A61K039-385; C12N007-02; C12N007-04 

ICS A61K039-12; A61K039-145; A61P031-12; A61P031-16; C07K001-22; 
C07K014-18; G01N030-26; G01N030-48; G01N030-84; G01N030-88 

AB DE 10013017 A UPAB: 20001109 

NOVELTY - Purification viruses or virus antigens comprises contacting the 
virus or virus antigen with hydroxyapatite, which is in the form 
of a solid carrier which has been sintered at 400-1300 deg. C, and which 
can absorb the virus or the virus antigen and washing of the absorbed 
virus or virus antigen with neutral eluate. 

USE - To produce vaccines by inactivating the purified virus. 
Dwg.0/7 

FS CPI 

FA AB; DCN 

MC CPI: B04-B04C1; B04-F11; B05-A01B; Bll-B; B14-A02; B14-S11; D05-H07; 
D05-H08 

TECH UPTX: 20001109 

TECHNOLOGY FOCUS - BIOTECHNOLOGY - Preferred Method: The 
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hydroxyapatite comprises spherical, porous particles with diameter 
10-100 micrometers. The eluate is a buffer solution, especially phosphoric 
acid solution. The virus or virus antigen size is 10-500 nm. The virus or 
the virus antigen are obtained from animal or cultured cells. The virus or 
virus antigens are cultured in brain cells or neurones of mammals or in 
eggs. The virus is the Japanese encephalitis virus or a flu virus. The 
virus is purified using column chromatography. The flow speed of the 
washing process is 0.05-2.00 ml/min. The eluate has pH 6-7.5. 
ABEX " * UPTX: 20001109 

EXAMPLE - No suitable example is given. 



L94 ANSWER 2 OF 4 WPIX COPYRIGHT 2003 THOMSON DERWENT on STN 

AN 1998-449733 [39] WPIX 

DNN N1998-350764 DNC C1998-136421 

TI Prosthetic bone material, used to fill cavities in bones - comprises 
bonded and sintered product including granules of calcium 
phosphate compound having specified particle size, which are 
bonded to particulates of calcium phosphate compounds. 

DC A96 D22 E33 P32 P34 

IN NAKASU, M; TOM I NAG A, Y; YAMAMOTO, A 

PA (ASAO) AS AH I KOGAKU KOGYO KK; (ASAO) AS AH I OPTICAL CO LTD 
CYC 5 

PI GB 2323083 A 19980916 (199839)* 41p A61L027-00 

DE 19811027 Al 19980917 (199843) A61L027-00 
FR 2760646 Al 19980918 (199843) A61L027-00 
JP 10314295 A 19981202 (199907) 7p A61L027-00 

GB 2323083 B 20001227 (200102) A61L027-00 
US 6187046 Bl 20010213 (200111) A61F002-28 

ADT GB 2323083 A GB 1998-5505 19980313; DE 19811027 Al DE 1998-19811027 
19980313; FR 2760646 Al FR 1998-3115 19980313; JP 10314295 A JP 

1997- 278757 19971013; GB 2323083 B GB 1998-5505 19980313; US 6187046 Bl US 

1998- 42087 19980313 

PRAI JP 1997-278757 19971013; JP 1997-60567 19970314 
IC ICM A61F002-28; A61L027-00 

ICS A61L025-00; C01B025-32 
AB GB 2323083 A UPAB: 19981028 

Prosthetic bone material (PBM) comprises a bonded and sintered product 

including granules of a calcium phosphate compound (I) 

having a particle size of at least 100 mu m. The granules are bonded with 
particulates of calcium phosphate compounds (II) 

having a particle size of at least 100 mu m, and have a size and shape 
that is maintained after formation of the bonded and sintered product as 
well as. when the bonded and sintered product is disintegrated. Also 
claimed is the preparation of the PBM, comprising: (a) mixing (I) with 
(II) (preferably of particle size 1-4 mu m) ; and (b) firing the mixture at 
800-1200 deg. C. 

USE - The PBM is used to fill cavities in bones. 

ADVANTAGE - The PBM has a block like shape in its original form, and 
is capable of changing its shape into granules when it is embedded into a 
cavity of the bone during surgical operation. This overcomes the problems 
associated with prior art of granules scattering around unnecessary 
portions of the bone. 
Dwg. 0/0 

FS CPI GMPI 

FA AB; DCN 

MC CPI: A10-E05B; A12-V02; D09-C01D; E31-K03; E31-K04; E31-K05C; E31-K07 



L94 ANSWER 3 OF 4 WPIX COPYRIGHT 2003 THOMSON DERWENT on STN 
AN 1998-340664 [30] WPIX 
DNC C1998-104905 

TI Isolation of plasmid DNA - uses calcium-phosphate 

particles suspended in Tris (hydroxyethyl ) aminomethane-containing buffer. 
DC B04 D16 
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IN YAMAMOTO, A 

PA (ASAO) AS AH I OPTICAL CO LTD; (ASAO) AS AH I KOGAKU KOGYO KK 
CYC 2 

PI JP 10127285 A 19980519 (199830)* 4p C12N015-09 

US 5843731 A 19981201 (199904) C12P019-34 

ADT JP 10127285 A JP 1997-237313 19970902; US 5843731 A US 1997-922376 
19970903 

PRAI JP 1996-235400 19960905 

IC ICM C12N015-09; C12P019-34 

ICS B01D015-04; B01D015-08; C01B015-16 

AB JP 10127285 A UPAB: 19980730 

Isolation of plasmid DNA uses a composition comprising calcium 
phosphate particles (II) with Ca : P ratio of 1:2, suspended in 
1-100 mM Tris (hydroxyethyl ) aminomethane and 1-100 mM water-soluble Ca salt 
buffer (III) (pH 6-9) and a solution containing a RNA, obtained after 
lysis . 

A plasmid DNA is added to the suspension to adsorb the RNA on (II) . 
The plasmid DNA is recovered from the supernatant of the suspension. 

Also claimed is a method for the isolation of a plasmid DNA in which 
(II) are placed into a chromatographic column and treated with (III) . A 
solution containing RNA obtained after lysis and (III) are passed through 
it successively and the plasmid DNA is recovered from the eluate. 

ADVANTAGE - The method provides a pure plasmid DNA in a simple 
procedure . 
Dwg.0/0 
FS CPI 
FA AB 

MC CPI: B04-E03; D05-H10; D05-H13 

L94 ANSWER 4 OF 4 WPIX COPYRIGHT 2003 THOMSON DERWENT on STN 
AN 1998-340663 [30] WPIX 
DNC C1998-104904 

TI Isolation of plasmid DNA - uses calcium-phosphate 

particles suspended in Tris (hydroxyethyl) aminomethane-containing buffer. 
DC B04 D16 
IN YAMAMOTO, A 

PA (ASAO) AS AH I OPTICAL CO LTD; (ASAO) ASAHI KOGAKU KOGYO KK 
CYC 2 

PI JP 10127284 A 19980519 (199830)* 4p C12N015-09 

US 5910584- A 19990608 (199930) C07H001-06 

ADT JP 10127284 A JP 1997-237312 19970902; US 5910584 A US 1997-922356 
19970903 

PRAI JP 1996-235399 19960905 

IC ICM C07H001-06; C12N015-09 

AB JP 10127284 A UPAB: 19980730 

A method for the isolation of a plasmid DNA in which particles of 
Ca phosphate cpd. having a Ca/P ratio of 1.0 to 2.0 are 
suspended in a buffer of a pH of 7.0 to 10.0 contg. 1 to 100 mM 
Tris (hydroxyethyl ) aminomethane and 10 to 50 mM alkali salt of 
ethylenediaminetetraacetic acid and a soln. contg. a RNA obtained after 
lytic operation and a plasmid DNA is added to the suspension to adsorb the 
RNA on said Ca phosphate cpd. and the plasmid DNA is 
recovered from the supernatant of the suspension. 

Also claimed is a method for the isolation of a plasmid DNA in which 
particles of Ca phosphate cpd. having a Ca/P ratio of 

1.0 to 2.0 are filled in a chromatographic column and equilibrized by a 
buffer of a pH of 7.0 to 10.0 contg. 1 to 100 mM 
Tris (hydroxyethyl ) aminomethane and 10 to 50 mM alkali salt of 
ethylenediaminetetraacetic acid and then a soln. contg. a RNA obtained 
after lytic operation and a plasmid DNA and a buffer of a pH of 7 . 0 to 
10.0 contg. 1 to 100 mM Tris (hydroxyethyl ) aminomethane and 10 to 50 mM 
alkali salt of ethylenediaminetetraacetic acid are passed through it 
successively and the plasmid DNA is recovered from the eluate. 
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ADVANTAGE - The method can give a pure plasmid DNA efficiently by a 

simple procedure. 

Dwg. 0/0 
FS CPI 
FA AB 

MC CPI: B04-E03; D05-H10; D05-H13 
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L70 


8015 


S 


L6/BIX OR L7/BIX OR L8/BIX 


L71 


3072 


S 


L48/BIX 






E 


CALCIUM PHOSPHATE/ DCN 






E 


E4+ALL 


L72 


2359 


S 


E2 OR 1748/DRN 


L7 3 


109 


S 


E4 


L74 


2106 


S 


E6 OR 1755/DRN 


L75 


3522 


S 


E8 OR 1757/DRN 






E 


HYDROXYAPATITE/ DCN 






E 


E3+ALL 


L7 6 


615 


S 


E2 


L77 


12375 


S 


L70-L76 


L78 


224 


s 


L77 AND G01N033/IC, ICM, ICS 
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L79 7 S L77 AND G01N033-551/IC, ICM, ICS 

L80 16 S L77 AND G01N033-543/IC, ICM, ICS 

L81 17 S L79,L80 

L82 47 S A61K039-395/IC, ICM, ICS AND L77 

L83 63 S L81,L82 

L84 39 S C07K017/IC, ICM, ICS AND L77 

L85 99 S L83,L84 

SEL DN AN 7 22 23 29 42 59 60 66 80 

L86 9 S E1-E23 

E YAMAMOTO A/AU 

L87 5 S E3-E6 AND L77 

E SUGO K/AU 

L88 1 S E3 AND L77 

L89 623 S (ASAHI? OR KOGAKU? OR KOGYO? OR KABUSHIKI? OR KAISHA?)/PA AND 

L90 186 S ASAO/PACO AND L77 

L91 8 S L87-L90 AND L85 

L92 13 S L86,L91 AND L70-L91 

FILE 'WPIX' ENTERED AT 16:07:41 ON 21 JUL 2003 

L93 5 S L87,L88 AND L77 

L94 4 S L93 NOT L92 
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IN Yamamoto, Akira; Sugai, Takeshi 
PA Asahi Optical Co. , Ltd. , Japan 

SO Jpn. Kokai Tokkyo Koho, 7 pp. 

CODEN: JKXXAF 
DT Patent 
LA Japanese 
IC ICM G01N033-543 

ICS G01N033-543; G01N033-551 
CC 9-10 (Biochemical Methods) 
FAN.CNT 1 

PATENT NO. KIND DATE APPLICATION NO. DATE 



PI JP 2001133459 A2 20010518 JP 1999-315930 19991105 

PRAI JP 1999-315931] 19991105 

AB A method is provided for coating a carrier for 

immunochromatog . so that non-specific binding of 
antibodies to the carrier hardly takes place. At first, 
a chelating agent (e.g., ethylenediaminetetracetic acid) is added to a 
soln. contg. a protein possessing metal ions (e.g., metallo 
protein, casein). Then, the metal ions are removed from 
the protein soln. by removing the chelating agent by a gel 
filtration chromatog. The surface of the carrier 
constituted with calcium phosphate, esp. 
hydroxyapatite, is coated with this protein. 
ST immunochromatog carrier hydroxyapatite coating 

metalloprotein chelate 
IT Immunoglobulins 

RL: PEP (Physical, engineering or chemical process) ; PROC (Process) 
(G, human; method for coating carrier for 
immunochromatog. ) 
IT Chromatography 

(immunoaf f inity; method for coating carrier for 
immunochromatog. ) 
IT Proteins, specific or class 

RL: NUU (Other use, unclassified); PEP (Physical, engineering or chemical 
process); PROC (Process); USES (Uses) 

(metalloproteins ; method for coating carrier for 
immunochromatog. ) 
IT Carriers 

Chelating agents 

Coating materials 
Gel permeation chromatography 

(method for coating carrier for. immunochromatog . ) 
IT Caseins, uses 

RL: NUU (Other use, unclassified); PEP (Physical, engineering or chemical 
process); PROC (Process); USES (Uses) 

(method for coating carrier for immunochromatog.) 
IT Antibodies 

RL: PEP (Physical, engineering or chemical process) ; PUR (Purification or 
recovery); PREP (Preparation); PROC (Process) 

(method for coating carrier for immunochromatog.) 
IT 1306-06-5, Hydroxyapatite 10103-46-5, 
Calcium phosphate 

RL: NUU (Other use, unclassified); PEP (Physical, engineering or chemical 
process); PROC (Process); USES (Uses) 

(method for coating carrier for immunochromatog.) 
IT 60-00-4, reactions 

RL: RCT (Reactant); RACT (Reactant or reagent) 

(method for coating carrier for immunochromatog.) 
IT 7439-95-4, Magnesium, processes 7440-24-6, Strontium, processes 
7440-70-2, Calcium, processes 

RL: REM (Removal or disposal); PROC (Process) 

(method for coating carrier for immunochromatog. ) 




